
IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



In re: U.S. Patent No. 7,323,493 Attorney Docket No. IVD000994 US PCT 

Application No. 09/446,601 Issue Date: January 29, 2008 

Patentees: Bernard Abramovici, Jean-Claude Gautier, Jean-Claude Gromenil, and Jean- 
Marie Marrier 

Title: SOLID PHARMACEUTICAL COMPOSITION CONTAINING BENZOFURAN 
DERIVATIVES 

RECEIVED 

Mail Stop Hatch-Waxman PTE 

AUG 2 0 2009 

Commissioner for Patents PATENT EXTENSION 

United States Patent and Trademark Office OPLA 
P.O. Box 1450 
Alexandria, VA 22313-1450 

APPLICATION FOR PATENT TERM EXTENSION UNDER 35 U.S.C. S156 

Pursuant to 35 U.S.C. §156 and 37 C.F.R. §§1.710-1.791, Applicant, SANOFI- 
AVENTIS, the address of which is 174 avenue de France, Paris FRANCE (hereinafter 
referred to as "Applicant,") represents that it is the owner and assignee of the entire 
interest in and to United States Patent No. 7,323,493 (Exhibit 1, "the '493 patent,") 
granted to Bernard Abramovici, Jean-Claude Gautier, Jean-Claude Gromenil, and Jean- 
Marie Marrier (hereinafter referred to as the "Inventors") for "SOLID 
PHARMACEUTICAL COMPOSITION CONTAINING BENZOFURAN 
DERIVATIVES" on January 29, 2008, by virtue of a name change from SANOFI- 

SYNTHELABO to Applicant, recorded July 22, 2005 at Reel 016345, Frame 0189. 

12/08/2889 RLOGflN 0BB88B01 161988 89446681 

SANOFI-SYNTHELABO became assignee of record by vifti&dffah assigtiffldfltflirom all 
of the Inventors recorded April 3, 2000 at Reel 01 0730, Frame 0992. (See Exhibit 2). 
The '493 patent matured from Application No. 09/446,601, filed April 3, 2000. 
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The approved product that is relevant to this application is MULTAQ 
(dronedarone hydrochloride) 400 mg (base equivalent) tablets, referred to herein as 
"MULTAQ®" or "Approved Product". 

The Marketing Applicant for MULTAQ® is sanofi-aventis U.S. LLC of 55 
Corporate Drive, Bridgewater, New Jersey 08807, USA, A letter on behalf of the 
Marketing Applicant authorizing the patent owner to rely upon the activities of the 
Marketing Applicant, its predecessors, and affiliates is attached hereto as Exhibit 3. 

The following information is submitted by Applicant, through its duly authorized 
attorney, in accordance with 35 U.S.C. §156 and the rules for extension of patent term 
issued by the USPTO at 37 C.F.R. Subpart F, §§1.710 to 1.791, and follows the 
numerical format set forth in 37 C.F.R. §1.740. The undersigned is authorized to act on 
behalf of Applicant and proper Power of Attorney has been submitted to and accepted by 
the USPTO (see Exhibit 4). 

(I) A complete identification of the approved product as by appropriate chemical and 
generic name, physical structure or characteristics: 

The approved product is MULTAQ® (dronedarone hydrochloride) tablets for oral 

administration. Dronedarone hydrochloride has the chemical name N-{2-butyl-3-[4-(3- 

dibutylaminopropoxy)benzoyl]benzofuran-5-yl}methanesulfonamide, hydrochloride. 

The chemical structure of dronedarone hydrochloride is: 



CH 3 S0 2 HN 




0(CH 2 ) 3 N; 



< 



(CH 2 ) 3 CH 3 



(CH 2 ) 3 CH 3 



•HCI 
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Dronedarone hydrochloride alternatively has the chemical name 2-n-butyl 3-[4- 
(3-di-n-butylamino-propoxy)benzoyl]5-methylsulfonamido benzofuran, hydrochloride. 

MULTAQ® is the brand name for the approved product. It is currently prepared 
in tablet form for oral administration. The currently approved dosage form contains 400 
mg (base equivalent) of dronedarone hydrochloride. In addition, each tablet currently 
contains the following excipients: hypromellose, starch, crospovidone, poloxamer 407, 
lactose monohydrate, colloidal silicon dioxide, magnesium stearate, polyethylene glycol 
6000, titanium dioxide, and carnauba wax. 

MULTAQ® is currently indicated to reduce the risk of cardiovascular 
hospitalization in patients with paroxysmal or persistent atrial fibrillation (AF) or atrial 
flutter (AFL), with a recent episode of AF/AFL and associated cardiovascular risk 
factors, who are in sinus rhythm or who will be cadioverted. (A copy of the approved 
labeling is attached to the FDA's letter of approval, Exhibit 5). 

(2) A complete identification of the Federal statute including the applicable provision of 
law under which the regulatory review period occurred: 

The approved product is a drug product and the submission was approved under 

Section 505(b) of the Federal Food, Drug, and Cosmetic Act ("FFDCA") (21 U.S.C. § 

355(b)). 



(3) An identification of the date on which the product received permission for 
commercial marketing or use under the provision of law under which the applicable 
regulatory review period occurred: 
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Regulatory approval for MULTAQ (dronedarone hydrochloride) tablets, based 
on NDA No. 22-425, was received on July 1, 2009. A copy of the letter from FDA 
setting forth such approval is attached hereto as Exhibit 5. 

(4) An identification of each active ingredient in the product and as to each active 
ingredient a statement that it has not been previously approved for commercial marketing 
or use under the Federal Food, Drug, and Cosmetic Act or the Virus- Serum-Toxin Act: 

The sole active ingredient in the Approved Product is dronedarone hydrochloride, 

having the chemical structure: 




(CH 2 ) 3 CH 3 
■HCI 

Neither dronedarone hydrochloride nor any salt or any ester thereof has 
previously been approved for commercial marketing or use under the Federal Food, 
Drug, and Cosmetic Act or the Virus-Serum-Toxin Act. In addition, Applicant notes that 
neither dronedarone nor any salt or ester of dronedarone has previously been approved 
for commercial marketing or use under the Federal Food, Drug, and Cosmetic Act or the 
Virus-Serum-Toxin Act, and FDA has determined that MULTAQ® is entitled to five-year 
new chemical entity exclusivity. 

(5) A statement that the application is being submitted within the sixty day period 
permitted for submission pursuant to 37 CFR 1 .720(f) and an identification of the date of 
the last day on which the application could be submitted: 

This Application is timely filed, pursuant to 35 U.S.C. § 156(d)(1), within the 

permitted sixty-day (60-day) period that began on July 1, 2009 when the product received 
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permission under 21 U.S.C. § 355(b) and that will expire on August 30, 2009. Applicant 
understands that, pursuant to 37 C.F.R. § 1 .720(f), the USPTO may deem this period to 
expire one day earlier, on August 29, 2009. 

(6) A complete identification of the patent for which an extension is being sought by the 
name of the inventor, the patent number, the date of issue, and the date of expiration: 

1. United States Patent Number : 7323,493 

2. Inventors : Bernard Abramovici, Jean-Claude Gautier, Jean-Claude Gromenil, and 
Jean-Marie M airier 

3. Issued: January 29, 2008 

4. Expiration Date : June 19, 2018 

The expiration date of United States Patent No. 7,323,493 is June 19, 2018 based 
on the following: The '493 patent matured from Application No. 09/446,601 , filed April 
3 5 2 0 00 and is a 35 U.S.C. § 371 application of PCT/FR98/01285 5 filed June 19, 1998, 
which claims foreign priority to French Patent Application No. 97 07795 filed June 23, 
1997. Thus, the earliest filing date under 35 U.S.C. §§ 120, 121 or 365 (c) for the '493 
patent is June 19, 1998. The '493 patent term is 20 years from the earliest filing date 
under 35 U.S.C. §§ 120, 121 or 365 (c) (i.e., June 19, 1998). Therefore, the '493 patent 
will expire on June 19, 2018. 

(7) A copy of the patent for which an extension is being sought: 

A copy of the patent for which extension is sought, including the entire 
specification and claims, is attached hereto as Exhibit 1 . 

(8) A copy of any disclaimer, certificate of correction, receipt of maintenance fee 
payment, or reexamination certificate issued in the patent: 
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United States Patent No. 7,323,493 is not subject to a terminal or statutory 
disclaimer. 

United States Patent No. 7,323,493 has not been reexamined, and, thus, no 
reexamination certificate has been issued. 

A copy of a Request for Certificate of Correction under 37 C.F.R. § 1.322, filed 
March 17, 2008 and a copy of a Certificate of Correction issued by the U.S. Patent and 
Trademark Office on July 22, 2008 is attached hereto as Exhibit 6. 

The first (four year) maintenance fee for the '493 patent is not yet due. Attached 
as Exhibit 7 are a copy of a USPTO record confirming that no fees are currently due, a 
copy of a USPTO record showing that the window for the 4 th year maintenance fee opens 
January 3 1 , 20 1 1 , and a copy of a USPTO record showing when the 4 th , 8 th , and 1 2 th year 
maintenance fees are due for the £ 493 patent. All records were downloaded from the 
USPTO website. 

(9) A statement that the patent claims the approved product, a method of using the 
a pproved product, or a method of manufacturing the approved product and a showing 
which lists each applicable patent claim and demonstrates the manner in which at least 
one such patent claim reads on the approved product, method of using the approved 
product, or method of manufacturing the approved product: 

The patent claims the approved product. Specifically, at least claims 1 to 3, 5 to 
7, and 9 to 14 claim the approved product. 

Pursuant to 37 C.F.R. § 1 .740(a)(9), a showing which demonstrates the manner in 
which one product claim reads on the approved product is set forth herein below. 

Claim 1 claims a solid pharmaceutical composition in tablet form for oral 
administration comprising a benzofuran derivative with antiarrhythmic activity selected 
from the group consisting of dronedarone and amiodarone, or a pharmaceutically 
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acceptable salt thereof, as an active principle, and a pharmaceutically acceptable nonionic 
hydrophilic surfactant selected from poloxamers, optionally in combination with one or 
more pharmaceutical excipients, said nonionic hydrophilic surfactant being present in a 
proportion of from 5% to 15% by weight of the active principle in base form, provided 
that the pharmaceutical composition does not contain a polysorbate surfactant. 

Claim 1 covers the approved product, MULTAQ® (dronedarone hydrochloride) 
tablets, as follows: 

• The approved MULTAQ® (dronedarone hydrochloride) product is a "solid 
pharmaceutical composition in tablet form for oral administration"; 

• The "benzofuran derivative with antiarrhythmic activity selected from the 
group consisting of dronedarone and amiodarone, or a pharmaceutically 
acceptable salt thereof, as an active principle" in MULTAQ® is 
dronedarone hydrochloride; 

• The "pharmaceutically acceptable nonionic hydrophilic surfactant selected 
from poloxamers" in MULTAQ® is poloxamer 407; 

• The "said nonionic hydrophilic surfactant being present in a proportion of 
from 5% to 1 5% by weight of the active principle in base form" is the 
poloxamer 407, as MULTAQ® (dronedarone hydrochloride) 400 mg 
tablets contain about 40 mg poloxamer 407 per tablet, which is 10% by 
weight of the dronedarone hydrochloride calculated in base form; 

• MULTAQ® does not contain a polysorbate surfactant. 

[CONTINUED ON NEW PAGE] 
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HO) A statement beginning on a new page of the relevant dates and information pursuant 
to35U.S.C. 5156(g) 

(0 For a patent claiming a human drug, antibiotic, or human biological product 
the effective date of the Investigational New Drug application (IND) and the IND 
number, the date on which a New Drug Application (NDA) or a Product License 
Application (PLA) was initially submitted, and the NDA or PLA number; and the 
date on which the NDA was approved or the Product License Issued 

An investigational new drug application ("IND") was filed on July 7, 1995, 
acknowledged as received on July 11, 1995, and assigned IND No. 48,344. A copy of 
the letter acknowledging receipt of the IND is attached as Exhibit 8. Accordingly, IND 
No. 48,344 became effective 30 days from July 11, 1995, which is August 10, 1995. 

A second IND was filed on December 26, 1995, and assigned IND No. 49,484. A 
copy of the letter acknowledging receipt of the IND on December 26, 1995 is attached as 
Exhibit 9. Accordingly, IND No. 49,484 became effective 30 days from December 26, 
1995, which is January 25, 1996. 

An original new drug application ("NDA") was submitted on June 10, 2005 and 
acknowledged as received on June 10, 2005, in a letter from FDA dated July 19, 2005. 
(Exhibit 10). The NDA number assigned to this application for dronedarone 
hydrochloride was NDA 21-913. Accordingly, NDA 21-913 was submitted on June 10, 
2005. 

A subsequent new drug application ("NDA") was submitted on June 27, 2008 and 
acknowledged as received on July 31, 2008, in a letter from FDA dated August 6, 2008. 
(Exhibit 1 1). The NDA number assigned to this application for dronedarone 
hydrochloride was NDA 22-425. Accordingly, NDA 22-425 was submitted on July 31, 
2008. The NDA was approved on July 1,2009. (Exhibit 5). 
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(IDA brief description of the significant activities undertaken by the marketing applicant 
during the applicable regulatory review period with respect to the approved product and 
the significant dates applicable to such activities: 

In accordance with 37 C.F.R. § 1.740(a)(l 1) 3 a list of communications between 
the FDA and the Marketing Applicant, its predecessor, and affiliates, in IND Nos. 48, 
344 and 49,484 and NDA Nos. 21-913 and 22-425 during the applicable regulatory 
review period with respect to the approved product is provided at Exhibits 12 and 13. 
The original sponsor of the original IND was Sanofi Recherche. Following a series of 
name changes and mergers, Sanofi Recherche is succeeded by sanofi-aventis U.S. LLC. 

An IND was filed on July 7, 1995 and acknowledged as received on July 11, 1995 
(which became effective on August 10, 1995). A second IND for a different formulation, 
which became the formulation ultimately approved, was filed on December 26, 1995 
(which became effective on January 25, 1996). 

Clinical trials were begun shortly following acceptance of the IND. The first 
clinical trial report was submitted on or about August 8, 1996. An End of Phase II 
meeting with the FDA was held on or about April 9, 2001 . The first Phase III protocols 
were submitted to the FDA on or about September 12, 2001. 

A first NDA was filed on June 10, 2005, and was assigned Application No. NDA 
21-913. This NDA was found to be non-approvable by the FDA by letter dated August 
29, 2006. On June 27, 2008, sanofi-aventis U.S. LLC submitted a complete response to 
the non-approvable letter in the form of an amendment to the NDA. The FDA then 
notified sanofi-aventis that the complete response was a new NDA because of a change in 
indication. The new NDA was acknowledged as received on July 31, 2008, and was 
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assigned Application No. 22-245. From July 31, 2008 through approval on July 1, 2009, 
sanofi-aventis U.S. LLC replied to multiple queries from the FDA. 



[CONTINUED ON NEW PAGE] 
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(12) A statement that in the opinion of the applicant the patent is eligible for the 
extension and a statement as to the length of extension claimed including how the length 
of extension was determined: 

( a) Statement of the eligibility of the patent for extension under 35 U.S.C. 
§ 156(a): 

Section 156(a) provides, in relevant part, that the term of a patent which claims a 
product, a method of using a product, or a method of manufacturing a product shall be 
extended if (1) the term of the patent has not expired before an application for extension 
is submitted; (2) the term of the patent has never been extended under 35 U.S.C. 
§ 1 56(e)(1); (3) the application for extension is submitted by the owner of record of the 
patent or its agent in accordance with 35 U.S.C. § 156(d); (4) the product has been subject 
to a regulatory review period before its commercial marketing or use; and (5) the 
permission for the commercial marketing or use of the product after such regulatory 
review period is the first permitted commercial marketing or use of the product using the 
provision of law under which such regulatory review period occurred. 

As described below by corresponding number, each of these elements is 

satisfied here: 

(1) Pursuant to 35 U.S.C. §154 and for reasons discussed above, the 
term of United States Patent No. 7,323,493 is currently set to expire on June 19, 2018. 
This application is, therefore, being submitted prior to the expiration of the term of 
United States Patent No. 7,323,493. 

(2) The term of this patent has never been extended under 35 U.S.C. 

§ 156(e)(1). 

(3) This application is being submitted by Applicant, sanofi-aventis, 
the owner of record of United States Patent No. 7,323,493. (See Exhibit 2). Sanofi- 
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aventis is the owner of record by virtue of duly recorded assignments discussed above. 
This application is submitted in accordance with 35 U.S.C. § 156(d) in that it is submitted 
within the sixty-day period beginning on July 1, 2009, the date the product received 
permission for marketing under Section 505 of the FFDCA [21 U.S.C. §355], and ending 
on August 30, 2009. Moreover, this application contains the information required under 
35 U.S.C. §1 56(d). 

(4) As evidenced by the July 1 , 2009 letter from the FDA to sanofi- 
aventis U.S. LLC submitted as Exhibit 5, the product was subject to a regulatory review 
period under Section 505(b) of the FFDCA before its commercial marketing or use. 

(5) The permission for the commercial marketing of the MULTAQ 
(dronedarone hydrochloride) product is the first permitted commercial marketing and use 
under Section 505 of the FFDCA [21 U.S.C. §355] of the product, as defined in 35 
U.S.C. § 156(f). (See Section 4, above). 

(b) Statement as to length of extension claimed. 

The term of U.S. Patent No. 7,323,493, now expiring June 19, 2018, 
should be extended to November 20, 2019, in accordance with 35 U.S.C. §156. 

As set forth in 35 U.S.C. §156(g)(l), the regulatory review period equals 
the length of time between the effective date of IND No. 48,344 of August 10, 1995, and 
the submission of the NDA 21-913 on June 10, 2005 (i.e., the "testing phase"), a period 
of 3,592 days, plus the length of time between the submission of the NDA 21-91 3 on 
June 10, 2005 to NDA approval on July 1, 2009 (i.e., the "approval phase"), a period of 
1,482 days. These two periods added together equal 5,074 days. 
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Pursuant to 37 C.F.R. § 1 .775(d), the term of the patent as extended is 
determined by subtracting from the 5,074 day regulatory review period the following: 

(i) 4,555 days, which is the number of days in the IND and NDA periods 
on or before the issuance of original United States Patent No. 7,323,493 on January 29, 
2008; and 

(ii) 0 days, which is one-half the number of days remaining in the IND 
period after the subtraction of 4,555 days above (wherein half days are ignored for 
purposes of this subtraction, as provided by 37 C.F.R. § 1.775(d)(l)(iii)). 

From the foregoing calculation, an extension of 519 days results, i.e., the 
remaining period under 35 U.S.C. 156(g)(l)(B)(i) (0 days) plus the remaining period 
under 35 U.S.C. §156(g)(l)(B)(ii) (519 days). This length of an extension would provide 
a new expiration date for U.S. Patent No. 7,323,493 of November 20, 2019. However, 
this extension period is subject to two further potential limitations under 35 U.S.C. §156. 

First, under 35 U.S.C. § 156(g)(6)(A), a maximum extension of five years 
is permitted. In this case, since the current expiry date of U.S. Patent No. 7,323,493 is 
June 19, 201 8, no patent term extension could extend the term of the patent beyond June 
19, 2023. In this case, this provision does not operate to limit the possible extension 
available to U.S. Patent No. 7,323,493. 

Second, under 35 U.S.C. § 156(c)(3), if the calculated extension period 
would lead to a patent term that would result in a patent term exceeding 14 years after the 
date of approval, that is, a patent term expiring after July 1, 2023, the period of extension 
would be limited so that this period does not exceed 14 years. In this case, this provision 
does not operate to limit the possible extension available to U.S. Patent No. 7,323,493. 
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Accordingly, United States Patent No. 7,323,493 is eligible for 519 days 
patent term extension under 35U.S.C. § 156. 

(13) A statement that Applicant acknowledges a duty to disclose to the Commissioner of 
Patents and Trademarks and the Secretary of Health and Human Services any information 
which is material to the determination of entitlement to the extension sought (See 37 
CF.R. $1.765) 

Applicant acknowledges a duty to disclose to the Commissioner of Patents 
and Trademarks and the Secretary of Health and Human Services any information which 
is material to the determination of entitlement to the extension sought. 

(14) The prescribed fee for receiving and acting upon the application for extension (See 
37 CF.R. §1.20(i)) 

The Director is hereby authorized to charge any fees due to this 

submission to our Deposit Account No. 18-1982, under Docket No. IVD000703 US NP, 

for any deficiency in the fees filed, asserted to be filed or which should have been filed 

herewith (or with any paper hereafter filed in this application by this firm), to prevent this 

application from being inadvertently abandoned. A duplicate of this Request (without 

Exhibits 1 to 13) is attached. 

[CONTINUED ON NEW PAGE] 
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(15) The name, address, and telephone number of the person to whom inquiries and 
correspondence relating to the application for patent term extension are to be directed 



John D. Conway 
sanofi-aventis U.S. Inc. 
US Patent Operations 
Route #202-206 / P.O. Box 6800 
MAIL CODE: BWD-303A 
Bridgewater, NJ 08807-0800 
Telephone: 908-231-3800 
Telefax: 908-231-2626 



Pursuant to 37 C.F.R. § 1.740(b), this Request for Extension of Patent 
Term Under 35 U.S.C. §156, including Exhibits 1-13, is accompanied by two additional 
copies, for a total submission of three copies. 

Dated: fl(/j / J2(3C ? Respectfully submitted, 

B y jd^K^^^^y^^ ^ 
"Kell^l. Bender 
Registration No. 52,610 
Attorney for Applicants 



List of Exhibits Attached : 

Exhibit 1 A copy of the U.S. Patent No. 7,323,493 for which extension is sought 

Exhibit 2 A copy of the Patent Assignment Abstract 

Exhibit 3 A letter of authorization from the NDA Holder, sanofi-aventis U.S. LLC 

Exhibit 4 A copy of the submitted Revocation and New Power of Attorney 

Exhibit 5 A copy of the NDA Approval Letter from the FDA 

Exhibit 6 A copy of the Certificate of Correction and corresponding request 

Exhibit 7 A copy of Patent Maintenance Fees Statement 

Exhibit 8 A copy of letter of acknowledgment of IND 48,344 submission 

Exhibit 9 A copy of letter of acknowledgment of IND 49,484 submission 

Exhibit 10 A copy of letter of acknowledgment of NDA 21-913 submission 

Exhibit 1 1 A copy of letter of acknowledgment of NDA 22-425 submission 

Exhibit 12 Listing of the IND Events 

Exhibit 13 Listing of the NDA Events 



sanofi-aventis U.S. Inc. 

US Patent Operations 

Route #202-206 / P.O. Box 6800 

MAIL CODE: BWD-303A 

Bridgewater, NJ 08807-0800 

Telephone: 908-231-3800; Telefax: 908-231-2626 
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ABSTRACT 



The present invention relates to a solid pharmaceutical 
composition for oral administration characterized in that it 
comprises a benzofiiran derivative with antiarrhythmic 
activity, or one of the pharmaceutically acceptable salts 
thereof,' as an active principle, and a pharmaceutically 
acceptable nonionic hydrophilic surfactant optionally in 
combination with one or more pharmaceutical excipients. 

14 Claims, 2 Drawing Sheets 



U.S. Patent 



Jan. 29, 2008 



Sheet 1 of 2 



US 7,323,493 Bl 



200 

180 -I 

160 

„ 140 
e 

^ 120 i 



g 100 

< 
cr 



LU 
<-» 

z 
o 



80 
60 
40 
20 
0 



GELATIN CAPSULE 
TABLET a 
TABLET C 
TABLET A 




12 

TIME (hours) 



2U- 



FIG.1 



U.S. Patent Jan. 29, 2008 Sheet 2 of 2 US 7,323,493 Bl 



200 n 



180 - 




TIME (hours) 



FIG. 2 



US 7,323,493 Bl 
1 2 

SOLID PHARMACEUTICAL COMPOSITION in particular fats, which can greatly modify the precip.™ 

CONTAbSn^NZOFURAN DERIVATIVES kinetics of this active pnnc.ple and also help to place it in 

emulsion form. 

benzofiiran derivative as active principle. migmnave L 

More precisely, the invention relates to a solid pharma- ^rS^SS^^^aaAa^mcm 

principle, a- Mnm «inn The development of an oral pharmaceutical composition 

mose described « U ; S - ^ ™ ;^ tent 15 Educing the variability of absorption of this active pnncple 

^^"^loS^^kS^^ SxffiS mto.heWn^i.e.o^rovidinganaccepmblebioavaiabtl- 

aP d WO M/2^?89 ^ independently of the presence of food, remains of fun- 

Ta^^ ^nlSTin found, surprisingly, that the combination 

described in U.S. Pat. No. 3,248,401. narv tests carried out on dogs did not make it possible to 

Similarly, the ejress.on .?*r™ , «2«i22S K nonfomc hydrophilic surfactant was capable of 

^steX^raHed semi-solid ^^f^^— ~ « 

compositions, formed of substances in pasty ^or _wa*y i«m T " ^^llv acceD table salts thereof, as an active prin- 
„h„th= ym b»»ghl»ood CB tc,eBp«»m re (<70 C ), g^^^S^n, ^, uM , nontaue hydro- 

T. r„SXiX"-" osed » fte »„,„, of d» op^ .oc^ft-.Hh.- ormore 

i„v,ation.top. n M»<lro»=<l~™«d.mioto»m»e Pl"™"^ rS°S,mpo»tl«« can be i» any solid 
to of ft* hydmcWoride, „ charactered b, low «*,- J^^JlSiTSSkl. for ora! adjrjsto, 

chloride at room temporal™ aod as a tattoo of fte pH ^'j'S^r.ofter subject of the inveolion relates to 
Jra t^tore is fn» of M .g- t the P H » g « referred to 

On the other hand 0 1 M under me Sd name Pluronic® F87 or Synpeionic® 

aqueous solution buffered to pH-7 (aqueous u.i m ^, FR7 . no i oxamer 338 sold under the brand name 

Na HPO solution) droned^rone hydrochloride precpitates ™£&M1^X<*>»<™ sddunderthe 

^£^JSS? Editions are similar to those S3 S name Pluronic® F127, Synperonic® PE/F127 or 

S^tSSSSa^il^ " ^r^m^hmaybemadeofpolo, 

ride in dogs and in man is increased after the intake of food, amer 407. 
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Usually.thenonionichydrophiHcsurfacantinquestionis ttese «Jodj«» ^ be mgfied by «*jjgj 

a proportion of from 1% to 50 /o by weigm reiauve iu u Qr1H itinn it is also rossible to use a process in which all 

a^principle in base form 5 of \ t^te £x7d together fn «he initial stage 

non-unitary phannaceut.cal form adopted for packaging " t fo ^ lubricant> which is hea ted to a temperature of 

them. ... 4 u , n?„ m . r nkniit 60° C to 65° C. Operations of hot granulation, sizing 

Forthepreparationofsolidcomposmonsintabletfo^ ^^oling ° ub ricatioTand tabletting or direct filling of 

fa,. <bm,s «b« ..We* or gel.im^lo ^ whose ,,*< J'™*™^, ^enc/of opMion.: „Mng of to 

calculated in the form of base and fiom 5% to 15%, more ca Pf^. advantages of the oral composi- 

particularly 10%, by weight of noniomc hydrophihc surfac- Th ^gSS invention wifl become apparent in the 

tant relative to the actrve pnnciple in base form. on accora 8 hereinbe low using specific oral 

JetSe tolheactiveprinciple in base form may be used. attached drawngs. 

Besides the surfactant in question, the compositions in j Test 0 f Maintenance in Solution at pH-6.7 

solid form according to the invention will comprise other A Active p rin ciple Alone 

pharmaceutical excipients generally used in the develop- Solutions were prepared containing 2 mg/ml iof ^^f^" 
ment of oral pharmaceutical forms. . 30 one hydrochloride in hydrogenphosphate (NaH 2 POJ bun- 

These substances are entirely known to those skilled in ered medium at pH =4 5 for 2 hours at 37° C. ui the presence 

the art who can readily select them depending on the type qt absence of x % 0 f nonionic hydrophihc surfactant to be 

of oral composition chosen. studied, calculated on a weight basis relative to the active 

As nonlimiting examples, mention may be made of bind- princip i e i n base form. m 

ers generally cellulose derivatives such as methylcellulose, 35 ^ so]ution was then diluted t0 l/10th m a neutral 

hydroxyethylcellulose or methyl-hydroxypropylcellulose, phosphate medium (Na 2 ^ O4 +NaH 2 P0 4 ), the pH of the 

or alternatively macrogols such as macrogol 6000; flow ^ soh3tion being 6 .7. 

agents such as colloidal silica; vinylpyrrolidone polymers or 2 houfs gt 3? o c> the so lution was filtered through 

copolymers such as polyvinylpyrrolidone; diluents such as ^ Acrodisc(g) brand 5 ^ filter and the active principle in 

lactose or mannitol; starches such as wheat starch or corn 40 solmion was assaye d by UV spectrometry, 
starch; lubricants such as magnesium stearate or sodium 

stearyl fumarate. 

The compositions of the invention can be prepared by . — - 

carrying out known processes involving, in particular tech- hy ^^L n 

niques of granulation via a wet or dry route, via fusion or via 45 Surfactant ^ 

direct tabletting for the formation of tablets. tween® 20 50 65 

For example, tablets can be prepared by wet granulation JWEES ^ ^ 50 « 

bv mixing together, at the initial stage, all of the ingredients, tween ® 60 50 

SingVactiv; principle and the surfactant, except for, JWJ^ » « 

however, the lubricant. . synperonic ® PE/F87 50 " 

Operations of wettmg with purified water, drying and synperonic ® PE/F127 50 » 

sizina of the granule obtained, lubrication and tabletting or cremophor • RH 40 so £ 

SS filling of gelatin capsules are then carried out. »» 7 To n 

According to variants of this method: synperonic© PE/F127 5 « 

a) all of the ingredients, including the active principle 55 _ _ 5 

except for the surfactant and the lubricant, are mixed 



together at the initial stage and the process continues by ? & ^ ^ 

operations of wetting with an aqueous solution i ot the s ; M were pieptted containing 2 mg/ml of dronedar- 

surfactant, granulation, drying, s.zing, lubncafon and J™Xride (e^sed in base form) in hydrogen- 

tabletting or direct filling of gelatm capsules, 60 P buffered medium a t P H=4.5 or con- 

or . j- u „• 1oo „h tainine 2 mB/ml of amiodarone hydrochloride, in a buffered 

b) all of the ingredients, including the active principle and ^f^,*^, 5 

tabletting or direct filling of gelatin capsules. peronic® PE/F1 27), >.e.. 



5 
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Tablets 



Tablet C 



Droned arone hydrochloride 
(corresponding to 400 mg of base) 
Methylhydroxypropylcellulose 
Lactose monohydrate 
Modified corn starch 
Polyvinylpyrrolidone 
Anhydrous colloidal silica 
Synperonic <B> PE/F127 
Magnesium stearate 



a (mg) 


A(mg) 


5 


426 


426 




12 


12 




63.6 


63.6 




60 


60 


10 


30 


30 




2.4 


2.4 






40 




6 


6 




600 


640 


15 



Dronedarone hydrochloride 
(corresponding to 400 rag of base) 
Methylhydroxypropylcellulose 
Lactose monohydrate 
Modified corn starch 
Polyvinylpyrrolidone 
Anhydrous colloidal silica 
Synperonic® PE/F127 
Magnesium stearate 



mg 
426 

12 
63.6 
60 
30 

2.4 
20 

6 



620 



Tablets . 



compared with compositions free of nonionic hydrophilic 
surfactant, i.e.: 
a) tablet a above 
20 b ) gelatin capsule having a composition of formulation: 



P* (mg) 



B (mg) 



Amiodarone hydrochloride 
Lactose monohydrate 
Modified corn starch 
Crosslinked polyvinylpyrrolidone 
Anhydrous colloidal silica 
Synperonic® PE/F127 
Magnesium stearate 



200 
71 
66 
6 

2.4 
4,6 
350 



200 
71 
66 
6 

2.4 
20 
4.6 

370 



mg 



25 



After 2 hours of dissolution at 37° C, these solutions are 
diluted to l/10th in a neutral phosphate medium 
( Na 2 HP0 4+ NaH 2 P0 4 ), the P H of the final solution being 
6 7 

' The test was then continued as described in paragraph A 
above and the following results were obtained: 



30 



Dronedarone hydrochloride 
(corresponding to 200 mg of base) 
Modified com starch 
Lactose monohydrate 
Talc 

Anhydrous colloidal silica 
Magnesium stearate 



213 

86.2 
129.2 

48 
1.2 
2.4 

480 



35 



40 



% of dronedarone 
hydrochloride in solution 



Tablet a 
Tablet A 



4.6 
80 



45 



% of amiodarone 
hydrochloride in solution 



50 



Tablet p" 
Tablet B 



55 
100 



Each of these volunteers received a single dose of drone- 
darone hydrochloride equivalent to 800 mg of base in the 
form of the above gelatin capsule, of tablet a, of tablet A or 
of tablet C, each single dose being separated from the 
following one by an interval of 7 days. 

Plasmatic dronedarone assays were then earned out on 
each individual 0, 1, 2, 3, 4, 5, 6, 7, 10, 12, 16 and 24 hours 
after administration and the maximum concentrations of tins 
active principle (C max in ng/ml) were noted, as well as the 
area under the curves defined by the concentration of the 
active principle as a function of time (AUC in ng.b/ml). 

This procedure was repeated in a second series of tests 
carried out on the same two groups of 8 alternate volunteers 
i.e. the 8 fasted volunteers carrying out the test while not 
fasted, and vice versa. 

BRIEF DESCRIPTION OF THE DRAWINGS 



These results show that, in tablets, the incorporation of ^ 
10% by weight of poloxamer 407, relative to the base 
dronedarone or to the amiodarone hydrochlonde, makes it 
possible to maintain from 80% to 100% of active principle 
in solution for 2 hours. 



II. Pharmacokinetic Tests 60 

Comparative tests with dronedarone hydrochloride were 
carried out on 16 male volunteers, 8 of whom had been 
fasted and the other 8 not. 

These tests were performed using tablets of the invention: 
one at 10% by weight of surfactant relative tc > the : weigh, ; of 65 
dronedarone in base form (tablet A above), the other at 5 /o 
by weight of the same surfactant (tablet C below), i.e.: 



The results obtained when fasted are reproduced in the 
attached FIG. 1 and those obtained while not fasted appear 
in the attached FIG. II, in which: 

a) the curve referred to as "gelatin capsule" represents the 
average plasmatic concentration obtained with the com- 
position in the form of a gelatin capsule 

b) the curve referred to as "tablet a" represents the average 
plasmatic concentration obtained with the tablet a 

c) the curve referred to as "tablet A" represents the average 
plasmatic concentration obtained with the tablet A con- 
taining 10% of Synperonic® PE/F127 surfactant 

d} the curve referred to as "tablet C represents the average 
plasmatic concentration obtained with tablet C containing 
5% of Synperonic® PE/F127 surfactant. 
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From these curves, it is possible in particular: 
1) to deduce that the presence of the surfactant increases the 

fasted bioavailability of the active principle. 
2*\ to draw up the following comparative tables from the 
results of the C max and AUC values obtained with each 
formulation in the non-fasted volunteers compared with 
the corresponding results in the fasted volunteers, relative 
to 1: 

TABLE I 







Treatment 




Ratio of the 


Gelatin 


Tablet 


Tablet 


Tablet 


C max values 


capsule 


a 


C 


A 


Fasted 
Not fasted 


1 

12.5 


10.3 


1 

4.8 


1 

2.7 




TABLE II 










Treatment 




Ratio of the 
AUC values 


Gelatin 
capsule 


Tablet 
a 


Tablet 
C 


Tablet 
A 


Fasted 
Not fasted 


1 

16.7 


1 

8.9 


1 

5.3 


1 

3.2 



4 4 g of anhydrous colloidal silica and 5.5 g of magnesium 
stearate are mixed with the granule thus sized and the final 
mixture is then tabletted in a proportion of 650 mg per unit. 

5 EXAMPLE 2 

Dronedarone Hydrochloride Tablet 
Dronedarone hydrochloride tablets of identical formula- 
tion to that of Example 1 were prepared by applying the 

10 Pr °After ironing, 724.2 g of dronedarone hydrochloride, 
35 9 k of methylhydroxypropylcellulose, 79.1 g of lactose 
monohydrate, 77.4 g of com starch, 82.9 g ^ polyvm^Pyr- 
rolidone and 68 g of poloxamer 407 (Synperonic® ^VM) 
15 are mixed together. The mixture is then moistened with 
purified water, after which the process is earned out in the 
same way as in Example 1 in order to obtain tablets with a 
weight of 650 mg per unit. 



20 



EXAMPLE 3 



These tables show that the surfactant is capable of reduc- 
ing bv a factor of 2 to 5 the variations in maximum plasmatic 
concentrations of active principle obtained in non-fasted 
individuals compared with fasted individuals (Table I). 

Similarly, it may be concluded that the large variations in 
bioavailability recorded with surfactant-free ^compositions 
could be reduced by a factor of 1.5 to 5 (Table II). 

The following non-limiting examples illustrate the inven- 
tion. 

EXAMPLE 1 

Dronedarone Hydrochloride Tablet 
Dronedarone hydrochloride tablets of the formulation 
below were prepared: 



Dronedarone Hydrochloride Tablet 
Dronedarone hydrochloride tablets of identical formula- 
tion to that of Example 1 were prepared by applying the 
25 process below: 

After screening, 724.2 g of dronedarone hytochlonde, 
79 1 g of lactose monohydrate, 77.4 g of corn starch 82.9 g 
of polyvinylpyrrolidone and 68 g of poloxamer 407 (Syn- 
peronic® PE/F127) are mixed. The mixture is moistened 
30 with 35.9 g of methylhydroxypropylcellulose as a solution 
in 408 g of purified water and this mixture is granulated. 1 he 
wet mass is dried at a temperature of about 50° C and is 
sized on a screen with a mesh size of 1 .250 mm 27.6 g of 
polyvinylpyrrolidone, 4.4 g of anhydrous colloidal sriica and 
35 5 5 g of magnesium stearate are mixed with the granule thus 
sized and the final mixture is then tabletted in a proportion 
of 650 mg per unit. 



40 



EXAMPLE 4 

Dronedarone Hydrochloride Tablet 
Dronedarone hydrochloride tablets of the formulation 
below were prepared: 



Ingredients 



mg 



Dronedarone hydrochloride 
(corresponding to 400 mg of base) 
Methylhydroxypropylcellulose 
Lactose monohydrate 
Modified com starch 
Polyvinylpyrrolidone 
Poloxamer 407 
Anhydrous colloidal silica 
Magnesium stearate 



426 

21.1 
46.55 
45.5 
65 
40 
2.6 
3.25 

650 



65.5 

3.25 

7.2 

7 

10 
6.15 
0.4 
0.5 

100 



45 



50 



55 



Ingredients 



mg 



Dronedarone hydrochloride 
(corresponding to 400 mg of base) 
Microcrystalline cellulose 
Anhydrous colloidal silica 
Anhydrous lactose 
Polyvinylpyrrolidone 
Poloxamer 407 
Macrogol 6000 
Magnesium stearate 



426 

65 

2.6 
42.65 
13 
40 
57.5 

3.25 

650 



65.5 

10 
0.4 
6.6 
2 

6.15 
8.85 
0.5 

100 



, , hv carrvine out the process below: 

by applying the process below: °y * * - nff 724 2 % of dronedarone hydrochloride, 

Aflir screening, 724.2 g of ; droneda ^VjJ^ 6o f te ^^^^^ 2.2 g of anhydrous 

35.9 g of memylhydroxypropylcellulose 79.1 g of tetose 60 110.5 g of ^ ^ lactose , 22.1 g of 

monohydrate, 77.4 g of com starch and 82.9 g of polyvi- J of po Lamer 407 (Synpemnic® 

nylpyrrohdone are mixed together. f'L^ii 97 8 e of macrogol 6000 are mixed together. 

mixture is moistened with 68 g of poloxamer 407 ^ xw % is raised to 65° C. in a 

(Synperonic® PE/F127) as a solution in 408 g of punned ^^^^m ^ with slow stirring. This 

waUandtmsrmxru^ 65 ^TSLTa^ with £ stirring, cooled to room 
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silica and 5.5 g of magnesium stearate are then mixed with 
the sized granule and the final mixture is tabletted in a 
proportion of 650 mg per unit. 

This granulation process can also be earned out m appa- 
ratus with a fluidized airbed. 

EXAMPLE 5 

Dronedarone Hydrochloride Tablet 
Dronedarone hydrochloride tablets of identical formula- 
tion to that of Example 4 were prepared by applying the 

Prc After sizing,' 724.2 g of dronedarone hydrochloride 1 10.5 
a of noncrystalline cellulose, 2.2 g of anhydrous colloidal 
silica 72 5 e of anhydrous lactose, 22.1 g of polyvinylpyr- 
rolidone,' 68 g of molten poloxamer 407 (Synperonic® 
PE/F127) and 97.8 g of molten macrogol 6000 are mixed 
together. 

The process is then carried out in the same way as in 
Example 4, in order to obtain tablets with a weight of 650 20 
mg per unit. 



10 

-continued 



10 



15 



Ingredients 


mg 


% 


Poloxamer 407 
Anhydrous colloidal silica 
Magnesium stearate 
Lactose monohydrate 


20 

1.3 

1.625 
20.825 


6.1 
0.4 
0.5 
6.4 




325 


100 



The invention claimed is: 

1 A solid pharmaceutical composition in tablet form for 
. . . ^nrr ct KAn^nfiiran derivative with 



EXAMPLE 6 



25 



Dronedarone Hydrochloride Tablet 
Dronedarone hydrochloride tablets of identical formula- 
tion to that of Example 4, but after replacing the macrogol 
6000 with an equivalent amount of poloxamer 407, were 
prepared by applying the process below: 

After sizing, 724.2 g of droneo^mnehydrochlonde 110.5 30 
g of microcrystalline cellulose, 2.2 g of anhydrous colloidal 
silica 72 5 g of anhydrous lactose, 22.1 g of polyvinylpyr- 
rolidone and 166.7 g of poloxamer 407 (Synperomc® 
PE/F 1 27) are mixed together. . 

The process is then performed in the same way as in 35 
Example 4, in order to obtain tablets with a weight of 650 
mg per unit. 

EXAMPLES 7 and 8 

Following the processes described above, tablets of the 
formulation below were prepared: 

a) 



Ingredients 



mg 



Dronedarone hydrochloride 
(corresponding to 400 mg of base) 
Microcrystalline cellulose 
Corn starch 
Polyvinylpyrrolidone 
Poloxamer 407 
Anhydrous colloidal silica 
Magnesium stearate 
Lactose monohydrate 



426 

26 

45.5 

65 

40 
2.6 
3.25 

41.65 

650 



65.6 

4 

7 

10 
6.1 
0.4 
0.5 
6.4 

100 



b) 



Ingredients 



mg 



Dronedarone hydrochloride 
(corresponding to 200 mg of base) 
Microcrystalline cellulose 
Corn starch 
Polyvinylpyrrolidone 



213 
13 

22.75 
32.5 



65.6 

4 

7 

10 



oral administration comprising a benzofuran derivative with 
antiarrhythmic activity selected from the group consisting of 
dronedarone and amiodarone, or a pharmaceutically accept- 
able salt thereof, as an active principle, and a pharmaceuti- 
cally acceptable nonionic hydrophilic surfactant selected 
from poloxamers, optionally in combination with one or 
more pharmaceutical excipients, said nonionic 
surfactant being present in a proportion of from 5 /otolVo 
by weight of the active principle in base form, provided that 
the pharmaceutical composition does not contain a polysor- 
bate surfactant. . 

2 A pharmaceutical composition according to claim 1 
wherein the pharmaceutically acceptable salt is the hydro- 
chloride. . . - 

3 A pharmaceutical composition accordmg to claim 2, 
wherein the benzofuran derivative is dronedarone hydro- 

^^pharmaceutical composition according to claim 2, 
wherein the benzofuran derivative is amiodarone hydrochlo- 

A pharmaceutical composition according to claim 1 
wherein the nonionic hydrophilic surfactant is selected from 
the group consisting of poloxamer 124, poloxamer 188, 
poloxamer 237, poloxamer 338, and poloxamer 407 

6 A pharmaceutical composition according to claim 5 
40 wherein the nonionic hydrophilic surfactant is poloxamer 

407. , . , 

7 A pharmaceutical composition according to claim 6 
wherein the benzofuran derivative is dronedarone hydro- 
chloride. . 

8 A pharmaceutical composition according to claim 6 
wherein the benzofuran derivative is amiodarone hydrochlo- 
ride. . . _ 

9 A pharmaceutical composition according to claim 5 
containing from 50 to 500 mg of active principle. 

10 A pharmaceutical composition accordmg to claim 9, 
containing from 200 to 400 mg of active principle. 

11 A pharmaceutical composition according to claim 10, 
containing from 200 to 400 mg of active principle calcu- 
lated in base form, and 10% by weight of nonionic hydro- 

55 phihe surfactant relative to the active principle in base iorm. 

12 A pharmaceutical composition according to claim 11 
wherein the active principle is selected from the group 
consisting of amiodarone hydrochloride and dronedarone 
hydrochloride or a pharmaceutically acceptable salt thereoi. 

13 A pharmaceutical composition according to claim 12 
wherein the nonionic hydrophilic surfactant is poloxamer 

407. , . _ 

14 A pharmaceutical composition according to claim 13 
wherein the active principle is dronedarone hydrochloride. 

65 



45 



50 



60 
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Because health matters 



John D. Conway 

Vice President 

US Patent Operations 



August 13,2009 

sanofi-aventis 

174 Avenue de France 

Paris, FRANCE 



Re: Application for Extension of U.S. Patent No. 7,323,493 



To Whom It May Concern: 



On behalf of sanofi-aventis U.S., LLC, Marketing Applicant for New Drug Application 
No. 22-425 for MULTAQ® (dronedarone hydrochloride) Tablets 400 mg, I hereby authorize the patent 
owner of record, sanofi-aventis, in connection with its application for extension of U.S. Patent No. 
7,323,493, to rely upon the activities of sanofi-aventis U.S., LLC, and its predecessors and affiliates, 
undertaken in connection with seeking approval by the Food and Drug Administration of NDA No. 22- 
425. Sanofi-aventis U.S., LLC is a wholly owned subsidiary of sanofi-aventis and henceforth the 
activities of the marketing applicant is permitted under the patent. 

Sincerely yours, 




6hn D. Conway 
^ice President 
US Patent Operations 
sanofi-aventis U.S., LLC 
1041 Route 202-206 
Bridgewater, NJ 08807 



Mail Code: BRW D-203A, 1041 Route 202-206, PO Box 6800, Bridgewater, NJ 08807 
Tel. : (908) 231-3364; Fax : (908) 231-2626; E-mail: John.Conwav@sanofi-aventis.com 

www.sanofi-aventis.com 
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Alexandria, VA 22313-1450 

Please acknowledge receipt of the below-listed documents for the above Application by return telefax to 

(908) 231-2626. If any fees axe required, please charge our deposit account (13-1932) in the name of 

Aventte Pharmaceuticals Inc. 



□ 
□ 
□ 

□ 
□ 



Amendment, 37 CFR , 



Charge deposit account, in duplicate 
Extension of Time Petition 

Issue Fee Transmittal & Advance Order 
Maintenance Fee Transmittal 



□ 
□ 

12 
□ 



Fee Transmittal 
Petition under 37 CFR. 



Ottifer Revocation of Power of Attorney 
with New Power of Atto rney and Change 
of Correspondence Address 

OtW Statement Under 37 CFR 3-73 00 
Other 



Avaris Phanxweuticab toe Route 202-206. P.O. Box 6800, Bridgeware!. New Jersey 08BO7. Yf^^^ 1 ^^. ^ 

tt2ocopy to cnoTi plosc lanicdiitftiy notify ts* teadftr by tntapiw^ to w*b& for Uv rami of ttc aogpoi doocDOiit 



PA6E1/3'RCVDAT3R8Q0O5 2:32:44PM [Eastern Standard Time]' SVR:IISPT(«FXRF.1«* DHK:8729308 *CSID:908231 2625" DURATION &nm«s)^M2 



"JAR. 28. 2005 2:39PM AVENTIS US PAT OEPT 



RECEIVED 
CENTRAL FAX CEHTOft8i804-pP- 

MAR 2 8 2005 



Undsf me Paperwork Reduction Ad of 1&95. no parsons are required to respond 



PTOVSB/82 (08-<K) 
Approved foruso tfmu^h 11/30/2005. OMB 06 SI -0035 
. U.& Patent and Trademark Office; U.S. DEPARTMENT OF COMMERCE 
to a collection of information unlets ft displays vaKd OMB control number 



Application Number 



REVOCATION OF POWER OF 

ATTORNEY WITH 
NEW POWER OF ATTORNEY 
AND 

CHANGE OF CORRESPONDENCE ADDRESS 



Filing Date 



First Named Inventor 



Art Unit 



Examiner Name 



Attorney Pocket Number 



0 9/446,601 



April 3, 2000 



ABRAMOVICI, etal. 



1614 



P. Jagoe 



IVD994 US PCT 



f hereby revoke all previous powers of attorney given In the above-identified application. 



[~1 A Power of Attorney Is submitted herewith. 



OR 



[✓I | hereby appoint the practitioners associated with the Customer Number 



006467 



D Please change the correspondence address for the above-Identified application to: 



[✓] The address associated with 
Customer Number. 



O06467 



OR 



Q Firm or 



Individual Name 



Address 



City 



| State | 



EH 



Country 



Telephone 



I am the: 
CD Applicant/Inventor. 

0 Assignee of record of the entire interest See 37 CFR 3.71. 
Statement under 37 CFR 3, 73(b) enclosed. (Fopn PTO/S&96) 




NOTErSii 
signature I 



naturw of ad the InvwWrtToV J**™** of rBcord of the enUro Interest or th<* represBntefivBfB) am required. Submit mulUp.e terms tf more than one 
s required, tea balow*. ' i — 



"CI Total of 
Thla ooliedJon 



form* are submitted. 



. j m L^ a ^ L ttftll - <nit i uw 37 CFR 136. The tnformaUon is required to obtain or retain 9 benefit by the public which to to file (and by the USPTO 
ofmfcmwttM i r» ^3"^ ?y37 CFHi^Jb. '"ej nr ^^ n «^ u ™ 1 11 and 114. This collection ts osUmated to take 3 minutes to comples, 

ADDRESS- SEND To: Commissioner for Patents. P.O. Box 14S0, Alexandria, VA 22313-1450. 

tfyau ns&d assftrfence in compteting Ote torn*. ca/T 1-800-f r TO-&1& and sctect option 2. 
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C MA*R. 28. 2005 2:39PM AVENT1S US PAT OEPT 



RECEIVED 

CENTRAL FAX CEMTfSft- 3804 L_ 3^ 

MAR 2 8 2005 



PTQ/S&/B6 (D9-Q4) 
Approved for use through 07/31/2008. OMB OB51-O031 
U.S. Patent and Trademark Office; U3, DEPARTMENT OF COMMERCE 
Unfl&r flie Pgpenwrlc Reduction Ad oM &9S. no iwsons am required TO r espond to a eonectfon of tofomtafon unless It dfeolaya a vafld QMS cortiol number.. 



STfrfHMENT UNDER 37 CFR 3.73(b) 
Applicant/Patent Owner 3ANOFI-3YNTHELABO — 



Application Nonpatent No.: 0W4e,601 



Filed/Issue Date; April 2, 20QQ 



Entitled; SoOd Pharmaceutical Compositions Benzofliran Derivatives 



, a Preneh corporation 



(Nsmsef Assignee) 



(Type of Assignee, e.g., corpomlton. partnwhlp, university, government aoency, Btc.) 

states that it is: 

1 . rp] the assignee of the entire right, title, and Interest or 

2. □ an assignee of less than the entire right, title end interest. 
The extent (by percentage) of its ownership interest is 



in the patent application/patent Identified above by virtue of either 

AH An assignment from the mventon>) of the patent application/patent Identified above. The assignment was recorded 

in the United States Patent end Trademark Office et Reel 010730 Frame j2£82 , or for which a copy 

thereof is attached. 

BO A * titte from me tovwrtorW, Qffhe P atent aPPncatlorVpatent identified above, to the current assignee as shown 
below: 



1 . From: 



To: 



The document was recorded In the United States Patent and Trademark Office at 
Ree j % Frame , or for which a copy thereof is attached. 



2. From: 



To: 



The document was recorded In the United States Patent and Trademark Office at 
Re9 l ^ Frame _ or for which a copy thereof is attached. 



3. From: 



To:. 



The document was recorded In the United States Patent and Trademark Office at 
Ree( .Frame .or for which a copy thereof Is attached. 

□ Additional documents in the chain of title are listed on a supplemental sheet. 

PI CoDies of assionments or other documents In the chain of title are attached. JA * - 

Division In accordance with 37 CFR Part 3, If the assignment is to be recorded In the records of the USPTO. £g£ 
MPEP 302.08] 



The underslgi 



n&(whQse title ii suapli 




Signature 



Dfrectaur 



Telephone Number 



_ , „ „ ... .. . r^^H km rr r.PQ ^ Ti/hY Thn information b reoutred to obtain or retain e benefit by lha pubfc: which la to file (and by Iho 

FORW3TO TH13 ADOREE3. SEND TO: Commissioner for Pate nte, P.O. Box 1450, Alexandria, VA 22313-1450. 

If you need assistance In completing Vie form, caff 1-Q0OJ t TO-9199 and setoct option Z 
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EXHIBIT 5 

DEPARTMENT OF HEALTH & HU MAN SERVICES, Public Health Service 

— ■ " Food and Drug Administration 

Rockville, MD 20857 



NDA 22-425 NDA APPROVAL 



sanofi-aventis U.S., LLC 

Attention: Marsha Miller, Ph.D. 

Assistant Director, Regulatory Development 

9 Great Valley Parkway 

P.O. Box 3026 

Malvern, PA 19355 



Dear Dr. Miller: 

Please refer to your new drug application (NDA) dated June 27, 2008, received July 3 1 , 2008, submitted 
under section 505(b)(1) of the Federal Food, Drug, and Cosmetic Act, for Multaq (dronedarone 
hydrochloride) Tablets 400 mg. 

We acknowledge receipt of your submissions dated August 14 15 October 17, 27, 3 1 .November 3 10 
1 1 14 20 December 2, 3, 10, 17, 19, 24, 2008, and January 22, 28, , 30, February 5, 9, 13, 19, 23, 26, 27, 
March 10, April 3, 24, 29, May 1, 4, 5, 18, 19, June 4, 10, and 25, 2009. 

This new drug application provides for the use of Multaq (dronedarone hydrochloride) Tablets to reduce 
he risk of cardiovascular hospitalization in patients with paroxysmal or pers.stent attial fibt ^ AF) 
or atrial flutter (AFL), with a recent episode of AF/AFL and associated cardiovascular nsk factors (i.e., 
age >70, hypertension, diabetes, prior cerebrovascular accident, left atrial diameter >50 mm or left 
ventricular ejection fraction [LVEF] <40%), who are in sinus rhythm or who will be cardioverter 

We have completed our review of this application, as amended. It is approved, effective on the date of 
this letter, for use as recommended in the enclosed agreed-upon labeling text. 

C ONTENT OF LABELING . 

As soon as possible, but no later than 14 days from the date of this letter, please submit the content of 
labeling \2 1 CFR 3 14.50(1)] in structured product labeling (SPL) format as described at 
h ttn7/www.fda. g ov/nr./H ata counciL/s P l.htrnl that is identical to the enclosed labeling (text for the package 
insert and Medication Guide). Upon receipt, we will transmit that version to the National Library of 
Medicine for public dissemination. For administrative purposes, please designate this submission SPL 
for approved NDA 22-425." Approval of this submission by FDA is not required before the labeling is 
used. 

f AP TOIM AND IMMEDIATE CONTAINE R LABELS 

Submit final printed carton and container labels that are identical to the submitted carton and immediate 
container labels as soon as they are available, but no more than 30 days after they are printed. Please 
submit these labels electronically according to the guidance for industry titled Providing Regulatory 
Submissions in Electronic Format - Human Pharmaceutical Product Applications and Related 
Submissions Using the eCTD Specifications (October 2005). Alternatively, you may submit 12 paper 
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copies with 6 of the copies individually mounted on heavy-weight paper or similar material For 
administrative purposes, designate this submission "Final Printed Carton and Container Labels for 
approved NDA 22-425." Approval of this submission by FDA is not required before the labeling is used. 

Marketing the product(s) with FPL that is not identical to the approved labeling text may render the 
product misbranded and an unapproved new drug. 

REQUIRED PEDIATRIC ASSESSMENTS 

Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new active 
ingredients, new indications, new dosage forms, new dosing regimens, or new routes of administration are 
required to contain an assessment of the safety and effectiveness of the product for the claimed . 
indications) in pediatric patients unless this requirement is waived, deferred, or inapplicable. 

We are waiving the pediatric study requirement for this application because necessary studies are 
impossible or highly impracticable because of the rarity of AF/AFL in the pediatric population, the 
geographical dispersion of such patients, and the disparate causes of the condition in such patients. 

POSTMARKETING REQUIR EMENTS UNDER 505(o) 

Section 505(o) of the Federal Food, Drug, and Cosmetic Act (FDCA) authorizes FDA to require ho de s 
of approved drug and biological product applications to conduct postmarketing studies and clinical trials 
for certain purposes, if FDA makes certain findings required by the statute (section 505(g)(3)(A)). 

We have determined that an analysis of spontaneous postmarketing adverse events reported under 
subsection 505(k)(l) of the FDCA will not be sufficient to identify an unexpected serious risk ot lung 
toxicity severe skin reactions, or neuropathies, all concerns raised by the effect of the related molecule 
amiodarone, or to identify use of Multaq (dronedarone hydrochloride) in patients for whom its use is 
contraindicated. 

Furthermore, the new pharmacovigilance system that FDA is required to establish under section 505(k)(3) 
of the FDCA has not yet been established and is not sufficient to assess these serious risks. 

Therefore, based on appropriate scientific data, FDA has determined that you are required to conduct the 
following according to the timetables in your June 25, 2009, submission: 

1 An assessment of spontaneous reports of lung toxicity associated with Multaq 
(dronedarone hydrochloride). Following approval, and according to the following 
timetable, submit a yearly report (containing both interval-based and comprehensive data) 
analyzing spontaneous adverse event reports received that describe lung toxicity. 
Specialized follow-up (using forms included in your June 4, 2008, submission) should be 
obtained on these cases to collect additional information on the event (e.g., symptoms, 
medical history, concomitant medications, laboratory evaluations, imaging results, biopsy 
results). 

Interim Report Submissions : September 2010 

September 2011 
September 2012 
September 2013 
September 2014 

Final Report Submission : September 20 1 6 
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2 Conduct an epidemiologic study using claims or electronic health records data to evaluate 
the potential association between Multaq (dronedarone hydrochloride) use and lung 
toxicities Following approval and according to the following timeline, submit a yearly 
report (containing both interval-based and comprehensive data) on the incidence rate of 
lung toxicity in Multaq (dronedarone hydrochloride) users vs. non-Multaq (dronedarone 
hydrochloride) users. 



Submission of Final Study Plan : 
Interim Report Submissions : 



Final Report Submission : 



September 2009 
December 2010 
December 2011 
December 2012 
December 2013 
December 2014 
December 2016 



Conduct an epidemiologic study using claims or electronic health records data to evaluate 
the potential association between Multaq (dronedarone hydrochloride) use and 
neuropathies (including optic neuropathy). Following approval and according to the 
following timeline, submit a yearly report (containing both interval-based and 
comprehensive data) on the incidence rate of neuropathies in Multaq (dronedarone 
hydrochloride) users vs. non-Multaq (dronedarone hydrochloride) users. 



Submission of Final Study Plan : 
Interim Report Submissions : 



Final Report Submission : 



September 2009 
December 2010 
December 2011 
December 2012 
December 2013 
December 2014 
December 2016 



Conduct an epidemiologic study using claims or electronic health records data to evaluate 
the potential association between Multaq (dronedarone hydrochloride) use and severe skin 
reactions. Following approval and according to the following timeline, submit a yearly 
report (containing both interval-based and comprehensive data) on the incidence rate of 
severe skin reactions in Multaq (dronedarone hydrochloride) users vs. non-Multaq 
(dronedarone hydrochloride) users. 



Submission of Final Study Plan : 
Interim Report Submissions : 



Final Report Submission : 



September 2009 
December 2010 
December 2011 
December 2012 
December 2013 
December 2014 
December 2016 



5. Conduct an epidemiologic study using claims or electronic health records data to evaluate 
the use of Multaq (dronedarone hydrochloride) in patients for whom its use is 
contraindicated. Following approval and according to the following timeline, submit a 
yearly report (containing both interval-based and comprehensive data) to determine the 
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extent of dronedarone use in patients for whom its use is contraindicated (for example, 
patients who have been hospitalized for decompensated heart failure in the 30 days 
preceding dronedarone initiation). 

Submission of Final Study Plan : September 2009 
Interim Report Submissions : December 20 1 0 

December 2011 

December 2012 

December 2013 

December 2014 

Final Report Submission : December 20 1 6 

In your June 25, 2009, submission you agreed that will conduct these 5 studies according to the 
above timetables. 

Submit the protocols to your IND, with a cross-reference letter to this NDA. Submit all «^«* * 
your NDA. Prominently identify the submission with the following wording in bold capital letters at the 
top of the first page of the submission, as appropriate: 

. REQUIRED POSTMARKETING PROTOCOL UNDER 505(o) 

. REQUIRED POSTMARKETING FINAL REPORT UNDER 505(o) 

. REQUIRED POSTMARKETING CORRESPONDENCE UNDER 505(o) 

Section 505(o)(3)(E)(ii) of the FDCA requires you to report periodically on the status of any study or 
clirucal S requ red under this section. This section also requires you to periodically report o FDA on 
me sStus of any study or clinical trial otherwise undertaken to investigate a safety issue. Section 506B _ of 
tne FDCA as well as 314.81(b)(2)(vii) requires you to report annually on the status of any postmarketing 
commitments or required studies or clinical trials. 

FDA will consider the submission of your annual report under section 506B and 314 - 81 0»X 2 X V ") 
XfWhe periodic reporting requirement under section 505(o)(3)(E)(ii) provided that you include the 
efcmen* listed Vn 505(c) and 314.81(b)(2)(vii). We remind you that to comply with 505(c), your annual 
report mu * 2, include a report on the status of any study or clinical trial otherwise undertaken to 
nvestS a safety issue FaUure to submit an annual report for studies or clinical tnals required under 
%^^Z**d will be considered a violation of FDCA section 505(c)(3)(E)(.i) and could 
result in enforcement action. 

RISK EVALUATION AND MITIG ATION STRATEGY REQUIREMENTS 

Section 505-1 of the Federal Food, Drug , and Cosmetic Act (FDCA) authorizes FDA to require the 
subSsion 'of a Risk Evaluation and Mitigation Strategy (REMS) if FDA determines that such a strategy 
is necessary to ensure that the benefits of the drug outweigh the risks (section 505-1 (a)). 

Your proposed REMS, submitted on June 10, 2009, and appended to this letter, is approved. The REMS 
exists of a Medication Guide, a communication plan, and a timetable for submission of assessments of 
the REMS. 

The REMS assessment plan should include, but is not limited to, the following: 
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1 Periodic surveys of healthcare professionals to monitor the effectiveness of the interventions in 
educating prescribes on the goals of the REMS and to monitor appropriate preserving of 

Multaq (dronedarone hydrochloride) 

2 Periodic surveys of patients to monitor the effectiveness of the interventions in educating 
' patients on the safe and appropriate use of Multaq (dronedarone hydrochloride) 

3 A postmarketing epidemiologic study of Multaq (dronedarone hydrochloride) will be conducted 
il c^L database to assess drug utilization by inappropriate patient (contramdicated) 

population. 

4. Patients' understanding of the serious risks of Multaq (dronedarone hydrochloride) 

5 A report on periodic assessments of the distribution and dispensing of the Medication Guide in 
accordance with 21 CFR 208.24 

6. A report on failures to adhere to distribution and dispensing requirements, and corrective 
actions taken to address noncompliance 

You should submit the final methodology and content of the patient survey at least 90 days prior to 
initiation of the survey. 

these requirements in your REMS assessments oy rci B fbV2Vvii) and including any updates 

recent annual report required under section 506B and 21 CFR 314 Sl(b)(ZXviV ana incx s , v 

.HZ ^information since the annual report was prepared. Failure to comply with the REMS 
assessments provisions in 505-1 (g) could result in enforcement action. 

Wp «™nrf vou that in addition to the assessments submitted according to the timetable included in the 

a REMS assessment and may propose a modification to tine approved 
Es wlS you : supplemental application for a new indication for use as described in Section 

505-l(g)(2)(A) of FDCA. 

Prominently identify the amendment containing the REMS assessments or proposed modifications with 
[he foZing wording in bold capital letters at the top of the first page of the submission. 

NDA 22-425 - REMS ASSESSMENT 

NEW SUPPLEMENT FOR NDA 22-425 
PROPOSED REMS MODIFICATION 
REMS ASSESSMENT 

NEW SUPPLEMENT (NEW INDICATION FOR USE) FOR NDA 22-425 
REMS ASSESSMENT 

PROPOSED REMS MODIFICATION (if included) 

If you do not submit electronically, please send 5 copies of REMS-related submissions. 
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We request that the revised labeling approved today be available on your website within 10 days of 
receipt of this letter. 

ppniun TIONAL MATERIALS , .. T 

You may request advisory comments on proposed introductory advertising and I^^.'f^? 
do so, submit, in triplicate, a cover letter requesting advisory comments, the proposed matenals in draft or 
mock-up form with annotated references, and the package insert(s) to: 

Food and Drug Administration 

Center for Drug Evaluation and Research 

Division of Drug Marketing, Advertising, and Communications 

5901-B Ammendale Road 

Beltsville, MD 20705-1266 

As required under 21 CFR 3 14.81(b)(3)(i), you must submit final V"^^^^^^^^ 
insert(s), at the time of initial dissemination or publication, accompanied by a Form FDA 2253 ^ F or 
Set on on completing the Form FDA 2253, see page 2 of the Form. For more ^formation about 
submission of promotional materials to the Division of Drug Marketing, Advertising, and 
Communications (DDMAC), see www fda.pov/cder/ddmac. 

t itttitp r TO HEALTH CA RE PROFESSIONALS ,,♦/:„, 
K you a letter communicating important safety rela ted information about this drug ; product (ix a 
"Dear Health Care Professional" letter), we request that you submit an electromc copy of the letter to both 
this NDA and to the following address: 



MedWatch 

Food and Drug Administration 
Suite 12B05 
5600 Fishers Lane 
Rockville, MD 20857 



REPORTING R EQUIREMENTS gQ 
We remind you that you must comply with reporting requirements for an approved NDA (21 CFR 314.80 

and 314.81). 

MFnwA TrH-TO-MANUFA rTTIRER PROGRAM 

The MedWatch-to-Manufacturer Program provides manufacturers with copies of serious adverse > event 
reports that are received directly by the FDA. New molecular entities and important new biologies qualify 
for inclusion for three years after approval. Your firm is eligible to receive copies of reports for this 
product ^ To participate in the program, please see the enrollment instructions and program description 
details at www.fda.gov/medwatc h/report/mmp.htm. 

If you have any questions, please contact Russell Fortney, Regulatory Project Manager at (301) 796-1068. 



Sincerely, 
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{See appended electronic signature page} 

Robert Temple, M.D. 
Director 

Office of Drug Evaluation I 

Center for Drug Evaluation and Research 



Enclosures: Agreed-upon labeling and REMS 



HIGHLIGHTS OF PRESCRIBING INFORMATION 

These highlights do not include all the information needed to use 

MULTAQ safely and effectively. See full prescribing information for 

MULTAQ. 

MULTAQ (dronedarone) Tablets 
Initial U.S. Approval: 2009 



WARNING: HEART FAILURE 
MULTAQ is contraindicated in patients with NYHA Class IV heart 
failure or NYHA Class II - III heart failure with a recent 
decompensation requiring hospitalization or referral to a specialized 
heart failure clinic (4). 

In a placebo-controlled study in patients with severe heart failure 
requiring recent hospitalization or referral to a specialized heart failure 
clinic for worsening symptoms (the ANDROMEDA Study), patients 
given dronedarone had a greater than two-fold increase in mortality. 
Such patients should not be given dr onedarone (14.3). 



-INDICATIONS AND USAGE- 



MULT AQ is an antiarrhythmic drug indicated to reduce the risk of 
cardiovascular hospitalization in patients with paroxysmal or persistent atrial 
fibrillation (AF) or atrial flutter (AFL), with a recent episode of AF/AFL and 
associated cardiovascular risk factors (i.e., age >70, hypertension, diabetes 
prior cerebrovascular accident, left atrial diameter >50 mm or left ventricular 
ejection fraction [LVEF] <40%), who are in sinus rhythm or who will be 
cardioverted (1, 14). 



■DOSAGE AND ADMIN I STRATI ON- 



One tablet of 400 mg twice a day with morning and evening meals (2) 



-DOSAGE FORMS AND STRENGTHS- 



400 mg film-coated tablets (3) 



-CONTRAINDICATIONS- 



Class IV heart failure or symptomatic heart failure with a recent 
decompensation (Boxed Warning, 4) 

Second- or third- degree atrioventicular (AV) block or sick sinus 
syndrome (except when used in conjunction with a functioning 
pacemaker) (4) 
Bradycardia <50 bpm (4) 

Concomitant use of a strong CYP3A inhibitor (4) 

Concomitant use of drugs or herbal products that prolong the QT 

interval and may induce Torsade de Pointes (4) 

QTc Bazett interval >500 ms (4) 

Severe hepatic impairment (4) 



Pregnancy (4, 8.1) 
Nursing mothers (4, 8.3) 



-WARNINGS AND PRECAUTIONS- 



Heart failure: If heart failure develops or worsens, consider the 
suspension or discontinuation of MULTAQ (5.1) 
Hypokalemia and hypomagnesemia: Maintain potassium and 
magnesium levels within the normal range (5.2) 
QT prolongation: Stop MULTAQ if QTc Bazett >500ms (53) 
Increase in creatinine: Within a week, MULTAQ causes a small increase 
in serum creatinine that does not reflect a change in underlying renal 
function (5.4) 

Teratogen: Women of childbearing potential should use effective 
contraception while using MULTAQ (5.5) 



-ADVERSE REACTIONS- 



Most common adverse reactions (>2%) are diarrhea, nausea, abdominal pain, 
vomiting, and asthenia (6) 

To report SUSPECTED ADVERSE REACTIONS, contact sanofi-aventis 
U.S. LLC at 1-800-633-1610 or FDA at 1-800-FDA-1088 or 

www.fda.gov/medwatch 



-DRUG INTERACTIONS- 



Dronedarone is metabolized by CYP 3A and is a moderate inhibitor of 
CYP 3A and CYP 2D6 and has potentially important pharmacodynamic 
interactions (7) 

• Antiarrhythmics: Avoid concomitant use (4, 7.1) 

• Digoxin: Consider discontinuation or halve dose of digoxin before 
treatment and monitor (7-1, 7.3) 

. Calcium channel blockers (CCB): Initiate CCB with low dose and 
increase after ECG verification of tolerability (7.1,7.2, 7.3) 
Beta-blockers: May provoke excessive bradycardia, Initiate with low 
dose and increase after ECG verification of tolerability (7.1, 7.3) 

• CYP 3 A inducers: Avoid concomitant use (7.2) 

• Grapefruit juice: Avoid concomitant use (7.2) 

• Statins: Follow label recommendations for concomitant use of certain 
statins with a CYP 3 A and P-gP inhibitor like dronedarone (7.3) 

• CYP 3 A substrates with a narrow therapeutic index (e.g., sirolimus and 
tacrolimus): Monitor and adjust dosage of concomitant drug as needed 
when used with MULTAQ (7.3) 

See 17 for PATIENT COUNSELING INFORMATION and FDA- 
approved Medication Guide. 
rr Revised: 7/2009 



FULL PRESCRIBING INFORMATION: CONTENTS* 
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FULL PRESCRIBING INFORMATION 



— " WARNING: HEART FAILURE 

MULTAQ is contraindicated in patients with NYHA Class IV heart failure, or NYHA 
Class II - III heart failure with a recent decompensation requiring hospitalization or 
referral to a specialized heart failure cUnic [see Contraindications (4)J. 

In a placebo-controlled study in patients with severe heart failure requiring recent 
hospitalization or referral to a specialized heart failure clinic for worsening symptoms i the 
ANDROMEDA Study), patients given dronedarone had a greater than two-fold increase in 
mortality. Such patients should not be given d ronedarone [see Clinical Studies {14.5)1. 



1 INDICATIONS AND USAGE 

MULTAO® is indicated to reduce the risk of cardiovascular hospitalization in patients with 
paroxysmal or persistent atrial fibrillation (AF) or atrial flutter (AFL), with a recent episode of 
AF/AFL and associated cardiovascular risk factors (i.e., age >70, hypertension, diabetes, prior 
cerebrovascular accident, left atrial diameter >50 mm or left ventricular ejection fraction [LVEF] 
<40%) who are in sinus rhythm or who will be cardioverted [see Clinical Studies (14)J. 



2 DOSAGE AND ADMINISTRATION 

The only recommended dosage of MULTAQ is 400 mg twice daily in adults. MULTAQ should 
be taken as one tablet with the morning meal and one tablet with the evening meal. 

Treatment with Class I or III antiarrhythmics (e.g., amiodarone, flecainide, propafenone 
quinidine, disopyramide, dofetilide, sotalol) or drugs that are strong inhibitors of CYP3A (e.g., 
ketoconazole) must be stopped before starting MULTAQ [see Contraindications (4)]. 



3 DOSAGE FORMS AND STRENGTHS 

MULTAQ 400 mg tablets are provided as white film-coated tablets for oral administration, 
oblong-shaped, engraved with a double wave marking on one side and "4142" code on the other 
side. 



4 CONTRAINDICATIONS 

MULTAQ is contraindicated in patients with: 

• NYHA Class IV heart failure or NYHA Class II -III heart failure with a recent 
decompensation requiring hospitalization or referral to a specialized heart failure clinic [see 
Boxed Warning and Clinical Studies (14.3)] 

• Second- or third-degree atrioventricular (AV) block or sick sinus syndrome (except when 
used in conjunction with a functioning pacemaker) 

• Bradycardia <50 bpm 



Concomitant use of strong CYP 3 A inhibitors, such as ketoconazole, itraconazole, , 
voriconazole, cyclosporine, telithromycin, clarithromycin, nefazodone, and ritonavir [see 
Drug Interactions (7.2)] 

Concomitant use of drugs or herbal products that prolong the QT interval and might increase 
the risk of Torsade de Pointes, such as phenothiazine anti-psychotics, tricyclic 
antidepressants, certain oral macrolide antibiotics, and Class I and in antiarrhythmics 
QTc Bazett interval >500 ms or PR interval >280 ms 
Severe hepatic impairment 

Pregnancy (Category X): MULTAQ may cause fetal harm when administered to a pregnant 
woman MULTAQ is contraindicated in women who are or may become pregnant. If this 
drug is used during pregnancy, or if the patient becomes pregnant while taking this dmg the 
patient should be apprised of the potential hazard to a fetus [see Use in Specific Populations 

Nursing mothers [see Use in Specific Populations (8.3)] 



5 WARNINGS AND PRECAUTIONS 

5 1 Patients with New or Worsening Heart Failure during Treatment 

Advise patients to consult a physician if they develop signs or symptoms of heart failure, such as 
wdgh gain, dependent edema, or increasing shortness of breath. There are 
for AF/AFL patients who develop worsening heart failure during treatment with MULTAQ. If 
heart failure develops or worsens, consider the suspension or discontinuation of MULTAQ. 

5 2 Hypokalemia and Hypomagnesemia with Potassium-Depleting Diuretics 

Hypokalemia or hypomagnesemia may occur with concomitant administration of potassium- 
£ple^ 

MULTAQ and maintained in the normal range during administration of MUL1AQ. 

observed) QTc (Bazett) prolongation [see Clinical Pharmacology (12.2) and Clinical Studies 
(14.1)]. If the QTc Bazett interval is >500 ms, MULTAQ should be stopped [see 
Contraindications (4)]. 

5 4 Increase in Creatinine after Treatment Initiation 

Serum creatinine levels increase by about 0.1 mg/dL following dronedarone treatoent initiation. 
The elevation has a rapid onset, reaches a plateau after 7 days and is reversible after 
discontinuation. If an increase in serum creatinine occurs and P 1 ^ 8 ';^ 5 ,^ 6 ^' . 
should be used as the patient's new baseline. The change in creatinine levels has been shown to 
bete result of an inhibition of creatinine's tubular secretion, with no effect upon the glomerular 
filtration rate. 

5.5 Women of Childbearing Potential 

Premenopausal women who have not undergone a hysterectomy or oophorectomy must use 
effective contraception while using MULTAQ. Dronedarone caused fetal harm in animal studies 



3 



at doses equivalent to recommended human doses. Women of childbeanng potential should be 
counseled regarding appropriate contraceptive choices taking into consideration their underlying 
medical conditions and lifestyle preferences [see Use in Specific Populations (8.1)]. 



6 ADVERSE REACTIONS 

The following safety concerns are described elsewhere in the label: 

. New or worsening heart failure [see Warnings and Precautions (5. I)] 

• Hypokalemia and hypomagnesemia with potassium-depleting diuretics [see Warnings and 

Precautions (5.2)] 

• QT prolongation [see Warnings and Precautions (5.3)] 

The safety evaluation of dronedarone 400 mg twice daily in patients with AF or ^AFL is based 0 n 

placebo controlled studies, ATHENA, EURIDIS, ADONIS ERATO and DAFNE. In Aese 
studies, a total of 6285 patients were randomized and treated, 3282 patients wuh MULTAQ 
400 mg twice daily, and 2875 with placebo. The mean exposure across studies was 12 months. In 
ATHENA, the maximum follow-up was 30 months. 

In clinical trials, premature discontinuation because of adverse reactions occurred in 1 1.8% of the 
dronedarone-treated patients and in 7.7% of the placebo-treated group. The most common 
reasons for discontinuation of therapy with MULTAQ were gastrointestinal disorders (3^2 /o 
versus 1 8% in the placebo group) and QT prolongation (1 .5% versus 0.5% in the placebo group). 

The most frequent adverse reactions observed with MULTAQ 400 mg twice daily in the 5 studies 
were diarrhea, nausea, abdominal pain, vomiting, and asthenia. 

Table 1 displays adverse reactions more common with dronedarone 400 mg twice daily than with 
placebo in AF or AFL patients, presented by system organ class and by decreasing order of 
frequency Adverse laboratory and ECG effects are presented separately in Table 2. 
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Table 1: Adverse Drug Reactions that Occurred in at Least 1% of Patients and Were More 
Frequent than Placebo 





Placebo 
(N=2875) 


Dronedarone 
400 mg twice 
daily 
(N=3282) 


Gastrointestinal 

Diarrhea 
Nausea 

Abdominal pain 
Vomiting 

Dyspeptic signs and symptoms 


6% 
3% 
3% 
1% 
1% 

J. / U 


9% 
5% 
4% 
2% 
2% 


General 

Asthenic conditions 


5% 


7% 


Cardiac 

Bradycardia 


1% 


3% 


Skin and subcutaneous tissue 

Including rashes (generalized, macular, 
maculo-papular, erythematous), pruritus, 
eczema, dermatitis, dermatitis allergic 


3% 


5% 



Photosensitivity reaction and dysgeusia have also been reported at an incidence less than 1% in 
patients treated with MULTAQ. 

The following laboratory data/ECG parameters were reported with MULTAQ 400 mg twice 
daily. 

Table 2: Laboratory data/ECG parameters not necessarily reported as adverse events 





Placebo 


MULTAQ 
400 mg twice daily 




(N=2875) 


(N=3282) 


Serum creatinine increased >10% five days after 
treatment initiation 


21% 


51% 




(N=2237) 


(N=2701) 


QTc Bazett prolonged (>450 ms in males 
>470 ms in females) 


19% 


28% 



Assessment of demographic factors such as gender or age on the incidence of treatment- 
emergent adverse events did not suggest an excess of adverse events in any particular sub-group. 



7 DRUG INTERACTIONS 
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Dronedarone is metabolized primarily by CYP 3 A and is a jf 

CYP 2D6 ^ee Clinical Pharmacology (12.3)]. sbl ^^^ 

affected by inhibitors and inducers of CYP 3 A, and dronedarone can interact with drugs that are 

substrates of CYP 3 A and CYP 2D6. 

Dronedarone has no significant potential to inhibit CYP 1A2 .CYP 2C9, CYP 2C19, CYP 2C8 
and CYP 2B6 It has the potential to inhibit P-glycoprotein (P-gP) transport, 
rharn^od^amic interactions can be expected with beta-blockers; calcium antagonists and 
digoxin [see Drug Interactions (7.1)]. 

In clinical trials patients treated with dronedarone received concomitant medications including 
beta^ocke^s, digoxin, calcium antagonists (including those with heart rate-lowering effects), 
statins and oral anticoagulants. 

7.1 Pharmacodynamic Interactions 

nnms orolonaina the QT interval (inducing Torsade de Pointes) 
SSSnof drugs prolonging the QT interva! (such " 
nntidenressants certain macrolide antibiotics, and Class I and III antiarrhythmics) is 
££S2££» of<be PO.en.ia. risk of Torsade de Pointes-type ventricular tachycardia 

[see Contraindications (4)]. 

S can potentiate the electrophysiologic effects of dronedarone (such as decreased AV-node 
SKSKS'tri*. increased levels of digoxin were observed when dronedarone was 
co-administered with digoxin. Gastrointestinal disorders ™, - ble 
Because of the pharmacokinetic interaction [see Drug Interaction (7.3)] ^and P 0SS1 ^ e 
ohamlcodynamic interaction, reconsider the need for digoxin therapy If digoxin treatment is 
Sd halve the dose of digoxin, monitor serum levels closely, and observe for toxicity. 

depressant effects on the sinus and AV nodes could potentiate 
dronedarone' s effects on conduction. 

Give low doses of calcium channel blockers initially and increase only after ECG verification of 
good tolerability [see Drug Interactions (7.3)]. 

ind^l, bradycardia was more frequently observed when dronedarone was given in 
combination with beta-blockers. 

Give low dose of beta-blockers initially, and increase only after ECG verification of good 
tolerability [see Drug Interactions (7.3)]. 
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7.2 Effects of Other Drugs on Dronedarone 

Ketoconazole and other potent CYP 3A inhibitors , ne , A . 
Repeated doses of ketoconazole, a strong CYP 3A inhibitor, resulted in a 17-fold increase in 
dronedarone exposure and a 9-fold increase in C ma , Concomitant use of ketoconazole as well as 
other potent CYP 3A inhibitors such as itraconazole, voriconazole, ritonavir, clarithromycin, ana 
nefazodone is contraindicated [see Contraindications (4)]. 

GrTpTfrulf julc? a moderate inhibitor of CYP 3 A, resulted in a 3 -fold increase in dronedarone 
exposure and a 2.5-fold increase in C max . Therefore, patients should avoid grapefruit juice 
beverages while taking MULTAQ. 

Rifampin and other CYP 3A inducers 

Rifampin decreased dronedarone exposure by 80%. Avoid rifampin or other CYP 3A inducers 
such I phenobarbital, carbamazepine, phenytoin, and St John's wort with dronedarone because 
they decrease its exposure significantly. 

Calcium channel blockers . , 

Verapamil and diltiazem are moderate CYP 3A inhibitors and mcrease dronedarone exposure by 
approximately 1.4-to 1.7- fold [see Drug Interactions (7.1, 7.3)]. 

drug that increases gastric pH, did not have a significant effect on dronedarone 
pharmacokinetics. 

7.3 Effects of Dronedarone on Other Drugs 

Ststins 

Dronedarone increased simvastatin/simvastatin acid exposure by 4- and 2-fold respectively. 
Because of multiple mechanisms of interaction with statins (CYPs and transporters), follow statin 
label recommendations for use with CYP 3A and P-gP inhibitors such as dronedarone. 

Calcium channel blockers . 

Dronedarone increases calcium channel blocker (verapamil, diltiazem or nifedipine) exposure by 

1 .4- to 1 .5-fold [see Drug Interactions (7. 1)]. 

Sirolimus, tacrolimus, and other CYP3A substrates with narrow therapeutic range 
Dronedarone can increase plasma concentrations of tacrolimus, sirolimus, and other CYr JA 
substrates with a narrow therapeutic range when given orally. Monitor plasma concentrations and 
adjust dosage appropriately. 

Beta-blockers and other CYP 2D6 substrates „ f1jril • • , 

Dronedarone increased propranolol exposure by approximately 1.3-fold fo owing single dose 
administration. Dronedarone increased metoprolol exposure by 1 .6-fold following multiple dose 
administration [see Drug Interaction (7. 1)]. Other CYP 2D6 substrates, including other beta- 



7 



blockers, tricyclic antidepressants, and selective serotonin reuptake inhibitors (SSRIs) may have 
increased exposure upon co-administration with dronedarone. 

Digoxin and P-glycoprotein substrates 

Dronedarone increased digoxin exposure by 2.5-fold by inhibiting the P-gP transporter [see Drug 
Interactions (7.1)]. Other P-gP substrates are expected to have increased exposure when 
coadministered with dronedarone. 

Warfarin and losartan (CYP 2C9 substrates) 

In healthy subjects, dronedarone at a dose of 600 mg twice daily increased S-warfann exposure 
by 1 2-fold with no change in R-warfarin and with no clinically significant increase in INK. In 
clinical trials in patients with AF/AFL, there was no observed excess risk of bleeding compared 
to placebo when dronedarone was co-administered with oral anticoagulants. Monitor INR per the 
warfarin label. 

No interaction was observed between dronedarone and losartan. 
Theophylline (CYP 1A2 substrate) 

Dronedarone does not increase steady state theophylline exposure. 

Oral contraceptives . 

No decreases in ethinylestradiol and levonorgestrel concentrations were observed in healthy 

subjects receiving dronedarone concomitantly with oral contraceptives. 



8 USE IN SPECIFIC POPULATIONS 



8.1 Pregnancy 

Pregnancy Category X [see Contraindications (4)J 

MULTAQ may cause fetal harm when administered to a pregnant woman. In animal studies, 
dronedarone was teratogenic in rats at the maximum recommended human dose (MRHD), and in 
rabbits at half the MRHD. If this drug is used during pregnancy or if the patient becomes 
pregnant while taking this drug, the patient should be apprised of the potential hazard to the fetus. 

When pregnant rats received dronedarone at oral doses greater than or equal to the MRHD (on a 
mg/m 2 basis), fetuses had increased rates of external, visceral and skeletal malformations 
(cranioschisis, cleft palate, incomplete evagination of pineal body, brachygnathia, partially fused 
carotid arteries, truncus arteriosus, abnormal lobation of the liver, partially duplicated inferior 
vena cava, brachydactyly, ectrodactylia, syndactylia, and anterior and/or posterior ^ub feet). 
When pregnant rabbits received dronedarone, at a dose approximately half the MRHD (on a 
mg/m 2 basis), fetuses had an increased rate of skeletal abnormalities (anomalous nbcage and 
vertebrae, pelvic asymmetry) at doses >20 mg/kg (the lowest dose tested and approximately half 
the MRHD on a mg/m 2 basis). 

Actual animal doses: rat (>80 mg/kg/day); rabbit (>20 mg/kg) 
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8.3 Nursing Mothers t , . . ... 

It is not known whether MULTAQ is excreted in human milk. Dronedarone and its metabolites 
are excreted in rat milk. During a pre- and post-natal study in rats, maternal dronedarone 
administration was associated with minor reduced body-weight gain in the offspring. Because 
many drugs are excreted in human milk and because of the potential for serious adverse reactions 
in nursing infants from MULTAQ, a decision should be made whether to discontinue nursing or 
to discontinue the drug, taking into account the importance of the drug to the mother [see 
Contraindications (4)]. 

8.4 Pediatric Use , 

Safety and efficacy in children below the age of 18 years have not been established. 

More than 1 IsOO^Ttients with AF or AFL aged 65 years or above were included in the M^TAQ 
clinical program (of whom more than 2000 patients were 75 years or older). Efficacy and safety 
were similar in elderly and younger patients. 

8.6 Renal Impairment , 

Patients with renal impairment were included in clinical studies. Because renal excretion of 
dronedarone is minimal [see Clinical Pharmacology (12.3)], no dosing alteration is needed. 

8.7 Hepatic Impairment . , 

Dronedarone is extensively metabolized by the liver. There is little clinical experience with 
moderate hepatic impairment and none with severe impairment. No dosage adjustment is 
recommended for moderate hepatic impairment [see Contraindications (4) and Clinical 
Pharmacology (12.3)]. 



10 OVERDOSAGE 

In the event of overdosage, monitor the patient's cardiac rhythm and blood pressure. Treatment 
should be supportive and based on symptoms. 

It is not known whether dronedarone or its metabolites can be removed by dialysis (hemodialysis, 
peritoneal dialysis or hemofiltration). There is no specific antidote available. 



11 DESCRIPTION 



Dronedarone HC1 is a benzofuran derivative with the following chemical name: 
N-{2-butyl-3-[4-(3-dibutylaminopropoxy)benzoyl]benzofuran-5-yl}methanesulfonamide, 

DronTdlrontHCl is a white fine powder that is practically insoluble in water and freely soluble 
in methylene chloride and methanol. 

Its empirical formula is C 3 ,H44N 2 0 5 S, HC1 with a relative molecular mass of 593.2. Its structural 

formula is: 
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-(CH^CH, 

(CHjJjCH, 

q' (CH 2 ) 3 CH 3 
,HCI 

MULTAQ is provided as tablets for oral administration. 

Each tablet of MULTAQ contains 400 mg of dronedarone (expressed as base). 

The inactive ingredients are: i 0 „w„ 
Core of the tablets- hypromellose, starch, crospovidone, poloxamer 407, lactose 
monohydrate, colloidal silicon dioxide, magnesium stearate. 
Coating / polishing of the tablets- hypromellose, polyethylene glycol 6000, titanium 
dioxide, carnauba wax. 



12 CLINICAL PHARMACOLOGY 

^^X!^^^ is unknown^Dronedarone has '^^J^^ 
belonging to all four Vaughan-Williams classes, but the contribution of each of these activities to 
the clinical effect is unknown. 

12.2 Pharmacodynamics 

SaTe^ 

te^clear which of these are important in producing dxonedarone's clinical effects. The ^effecl : of 
dronedarone on 12-lead ECG parameters (heart rate, PR, and QTc) was investigated in healthy 
subjects following repeated oral doses up to 1 600 mg once daily or 800 mg twice daily for 
4 day nd 1600mg twice daily for 10 days. In the dronedarone 400 mg twice daily group .there 
was no apparent effect on heart rate; a moderate heart rate lowering effect (about 4 bpm) was 
noted at 800 mg twice daily. There was a clear dose-dependent effect on PR-m frval with aa 
increase of + 5 ms at 400 mg twice daily and up to 450 ms at 1600 mg twice a 
moderate dose related effect on the QTc-interval with an increase of +10 ms at 400 mg twice 
daily and up to +25 ms with 1600 mg twice daily. 

DAFNE wafldose-response study in patients with recurrent AF, evaluating the effect of 
dronedarone in comparison with placebo in maintaining sinus rhythm^he doses of dronedarone 
in this study were 400, 600 and 800 mg twice a day. In this small study, doses above 400 mg 
were not more effective and were less well tolerated. 

12.3 Pharmacokinetics 
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Dronedarone is extensively metabolized and has low systemic bioavailability; its bioavailability 
is increased by meals. Its elimination half life is 13-19 hours. 

BSofpresystemic first pass metabolism the absolute bioavailability of dronedarone wkhout 
food is low, about 4%. It increases to approximately 15% when dronedarone is administered with 
a hieh fat meal. After oral administration in fed conditions, peak plasma concentrations ot 
dronedarone and the main circulating active metabolite (N-debutyl metobolite) are reached within 
3 to 6 hours. After repeated administration of 400 mg twice daily, steady state preached within 4 
to 8 days of treatment and the mean accumulation ratio for dronedarone ranges from 2.6 to 4.5. 
The steady state and exposure of the main N-debutyl metabolite is similar to that of the 
parent compound. The pharmacokinetics of dronedarone and its N-debutyl metabolite both 
deviate moderately from dose proportionality: a 2-fold increase in dose results in an approximate 
2.5- to 3.0- fold increase with respect to C max and AUC. 

The^wJ^plasma protein binding of dronedarone and its N-debutyl metabolite is >98 % and 
^^U? BX^pounds bind mainly to albumin. After intravenous (TV) administration the 
volume of distribution at steady state is about 1400 L. 

Drot b darone is extensively metabolized, mainly by CYP 3A. The initial metabolic pathway 
includes NKiebutylation to form the active N-debutyl metabolite, oxidative deamination to form 
the inactive propanoic acid metabolite, and direct oxidation. The metabolites undergo further 
mLbolism to yield over 30 uncharacterized metabolites. The N-debutyl metabolite exhibits 
pharmacodynamic activity but is 1/10 to 1/3 as potent as dronedarone 

In\ C S with orally administered dronedarone Relabeled) ^approximately 6% of 

the labeled dose was excreted in urine, mainly as metabolites (no unchanged compound excreted 
in urine), and 84% was excreted in feces, mainly as metabolites. Dronedarone and its N-debutyl 
active metabolite accounted for less than 15% of the resultant radioactivity in the plasma. 

After IV administration the plasma clearance of dronedarone ranges from 130 to 150 L/h. The 
elimination half-life of dronedarone ranges from 13 to 19 hours. 

Special populations 

Gender , , , 

Dronedarone exposures are on average 30% higher m females than in males. 

Pharmacokinetic differences related to race were not formally assessed. However, based on a 
cross study comparison, following single dose administration (400 mg), Asian males (Japanese) 
have about a 2-fold higher exposure than Caucasian males. The pharmacokinetics of dronedarone 
in other races has not been assessed. 
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Of the total number of subjects in clinical studies of dronedarone, 73% were 65 years of age and 
over and 34% were 75 and over. In patients aged 65 years old and above, dronedarone exposures 
are 23% higher than in patients less than 65 years old [see Use in Specific Populations (8.5JJ. 

Hepatic impairment ~ 
In subjects with moderate hepatic impairment, the mean dronedarone exposure increased by .3- 
fold relative to subjects with normal hepatic function and the mean exposure of the N-debutyl 
metabolite decreased by about 50%. Pharmacokinetic data were significantly more vanable m 
subjects with moderate hepatic impairment. 

The effect of severe hepatic impairment on the pharmacokinetics of dronedarone was not 
assessed [see Contraindications (4)]. 

Renal impairment . ,.„ 

Consistent with the low renal excretion of dronedarone, no pharmacokinetic difference was 
observed in subjects with mild or moderate renal impairment compared to subjects with normal 
renal function [see Use in Specific Populations (8.6)]. No pharmacokinetic difference was 
observed in patients with mild to severe renal impairment in comparison with patients with 
normal renal function. 



13 NONCLINICAL TOXICOLOGY 

13 1 Carcinogenesis, Mutagenesis, Impairment of Fertility 

In studies in which dronedarone was administered to rats and mice for up to 2 years at doses of 
up to 70 mg/kg/day and 300 mg/kg/day, respectively, there was an increased incidence ot 
histiocytic sarcomas in dronedarone-treated male mice (300 mg/kg/day or 5X the maximum 
recommended human dose based on AUC comparisons), mammary adenocarcinomas in 
dronedarone-treated female mice (300 mg/kg/day or 8X MRHD based on AUC comparisons) and 
hemangiomas in dronedarone-treated male rats (70 mg/kg/day or 5X MRHD based on AUC 
comparisons). 

Dronedarone did not demonstrate genotoxic potential in the in vivo mouse micronucleus test, the 
Ames bacterial mutation assay, the unscheduled DNA synthesis assay, or an in vitro 
chromosomal aberration assay in human lymphocytes. S-9 processed dronedarone, however, was 
positive in a V79 transfected Chinese hamster V79 assay. 

In fertility studies conducted with female rats, dronedarone given prior to breeding and 
implantation caused an increase in irregular estrus cycles and cessation of cycling at doses 
>10mg/kg (equivalent to 0.1 2X the MRHD on a mg/m 2 basis). 

Corpora lutea, implantations and live fetuses were decreased at 100 mg/kg (equivalent to 1.2X 
the MRHD on a mg/m 2 basis). There were no reported effects on mating behavior or fertility ot 
male rats at doses of up to 100 mg/kg/day. 
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13.3 Developmental Toxicity 

Dronedarone was teratogenic in rats given oral doses >80 mg/kg/day (a dose equivalent to the 

recommended 8 human dose [MHRD] on a mg/m basis), with fetuses showing ^external, 
visceral and skeletal malformations (cranioschisis, cleft palate, incomplete evagination of pineal 
body, brachygnathia, partially fused carotid arteries, truncus artenosus abnormal lobation of the 
liver partially duplicated inferior vena cava, brachydactyly, ectrodactyha, syndactyly and 
anterior and/or posterior club feet). In rabbits, dronedarone caused an grease in skeleta 
abnormalities (anomalous ribcage and vertebrae, pelvic asymmetry) at doses >20 mg/kg (the 
lowest dose tested and approximately half the MRHD on a mg/m basis). 



14 CLINICAL STUDIES 
14.1 ATHENA Study 



ATHENA was a multicenter, multinational, double blind, and randomized placebo-controlled 
ftudy of dronedarone in 4628 patients with a recent history of AF/AFL who were in smus rhythm 
or who were to be converted to sinus rhythm. The objective of the study was to determine 
whether dronedarone could delay death from any cause or hospitalization for cardiovascular 



reasons. 



Initially patients were to be >70 years old, or <70 years old with at least one risk factor (including 
hypertension, diabetes, prior cerebrovascular accident, left atrial diameter >50 mrn or 
LVEF<0 40). The inclusion criteria were later changed such that patients were to be >75 years 
old or >70 years old with at least one risk factor. Patients had to have both AF/AFL and sinus 
^documented within the previous 6 months. Patients could have been in AF/AFL or m 
sinus rhythm at the time of randomization, but patients not in sinus rhythm were expected to be 
either electrically or chemically converted to normal sinus rhythm after anticoagulation. 

Subjects were randomized and treated for up to 30 months (median follow-up: 22 months) with 
either MULTAQ 400 mg twice daily (2301 patients) or placebo (2327 parents) in addition to 
conventional therapy for cardiovascular diseases that included beta-blockers (71 /o), ACb 
nTbl s or angiotensin II receptor blockers (ARBs)(69%), digoxin (1 4%), calcium 
(14%) "statins (39%), oral anticoagulants (60%), aspirin (44%), other chronic antiplatelet therapy 
(6%>) and diuretics (54%). 

The primary endpoint of the study was the time to first hospitalization for cardiovascular reasons 
or death from any cause. Time to death from any cause, time to first hospitalization for 
cardiovascular reasons, and time to cardiovascular death and time to all causes of death were also 
explored. 

Patients ranged in age from 23 to 97 years; 42% were 75 years old or older. Forty-seven percent 
(47%) of patients were female and a majority was Caucasian (89%). Approximately seventy 
percent (71%) of those enrolled had no history of heart failure. The median ejection fracUon was 
60%. Twenty-nine percent (29%) of patients had heart failure, mostly NYHA class II (17/o) The 
majority had hypertension (86%) and structural heart disease (60%). 
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Results are shown in Table 3. MULTAQ reduced the combined endpoint of cardiovascular 
hospitalization or death from any cause by 24.2% when compared to placebo. This difference 
was entirely attributable to its effect on cardiovascular hospitalization, principally hospitalization 
related to AF. 

Other endpoints, death from any cause and first hospitalization for cardiovascular reasons, are 
shown in Table 3. Secondary endpoints count all first events of a particular type, whether or not 
they were preceded by a different type of event. 

Table 3: Incidence of Endpoint Events 



Primary endpoint 



Placebo 



(N= 2327) 



MULTAQ 
400mg BID 
(N= 2301) 



HR 



95% 
CI 



p-Value 



Cardiovascular hospitalization or death 
from any cause 



913 (39.2%) 



727 (31.6%) 



0.76 



[0.68 - 0.83] 



<0.0001 



Components of the endpoint (as first 
event) 



Cardiovascular hospitalization 



Death from any cause 



856 (36.8%) 



57 (2.4%) 



669 (29.1%) 



58 (2.5%) 



Secondary endpoints (any time in 
study) 



Death from any cause 



Cardiovascular hospitalization 



Components of the cardiovascular 
hospitalization endpoint (as first 
event) 



AF and other supraventricular 
rhythm disorders 



Other 



135 (5.8%) 



856 (36.8%) 



456 (19.6%) 



400 (17.2%) 



115(5.0%) 0-86 



669 (29.1%) 



292 (12.7%) 



377 (16.4%) 



0.74 



0.61 



0.89 



T0.67- 1.11] 



fQ.67 - 0.821 



[0.53-0.71] 



[0.77- 1.03] 



0.24 



O.0001 



O.0001 



0.11 



The Kaplan-Meier cumulative incidence curves showing the time to first event are displayed in 
Figure 1 . The event curves separated early and continued to diverge over the 30 month follow-up 
period. 
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Figur e 1: Kaplan-Meier Cumulative Incidence Curves from Randomization 
to First Cardiovascular Hospitalization or Death from any Cause 




Reasons for hospitalization included major bleeding (1% in both groups), syncope (1% in both 
groups), and ventricular arrhythmia (<1% in both groups). 

The reduction in cardiovascular hospitalization or death from ^^^fl^^ 
in all subgroups based on baseline characteristics or medications (ACE inhibitors or ARBs, beta- 
blockers, digoxin, statins, calcium channel blockers, diuretics) (see Figure 2). 
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Figure 2: Relative Risk (MULTAQ versus placebo) Estimates with 95% Confidence 
iS^Sb According to Selected Baseline Characteristics: First Cardiovascular 
Hospitalization or Death from any Cause. 



Characteristic 
Age (years) 

<65 
[65-75[ 
>=75 
Gender 
Male 
Female 

Presence of AF/AFL 

Yes 
No 

Structural Heart Disease 

Yes 
No 

NYHA 

Class I or II 

Class III 

No CHF 
LVEF(%) 

<35 

>=35 

Beta blocking agents 

Yes 
No 

ACE inhibitors or ARBs 

Yes 
No 

Digitalis 

Yes 
No 

Calcium antagonists (c) 

Yes 
No 



N RR [95% CI] (a) P-value (b) 



873 0.89 [0.71;1.11] 
1830 0.71 [0.60;0.83] 
1925 0.75 [0.65;0.87] 

2459 0.74 [0.64;0.85] 
2169 0.77 [0.67;0.89] 

1155 0.74 [0.61 ;0.91] 
3473 0.76 [0.68;0.85] 

2732 0.76 [0.67;0.85] 
1853 0.77 [0.65;0.92] 

1165 0.80 [0.67;0.96] 
200 0.56 [0.38;0.82] 
3263 0.76 [0.68;0.86] 

179 0.68 [0.44;1.03] 
4365 0.76 [0.69;0.84] 

3269 0.78 [0.69;0.87] 
1359 0.71 [0.58;0.86] 

3216 0.74 [0.66;0.83] 
1412 0.79 [0.66;0.95] 

629 0.76 [0.59;0.98] 
3999 0.76 [0.68 ;0.84] 

638 0.63 [0.48;0.82] 
3990 0.78 [0.70;0.87] 



0.27 



0.65 



0.85 



0.85 



0.22 



0.58 



0.41 



0.59 



0.96 



0.15 



0.1 



~n — 
1.0 



1 1 1 i 
10.0 



Dronedarone Better Placebo Better 



14 2 EURIDIS and ADONIS Studies f A v nr 

n EURIDIS and ADONIS, a total of 1237 patients in sinus rhythm with » ^ J^^ OT 
AFL were randomized in an outpatient setting and treated with either MULTAQ 400 mg twice 
d^l Y 7n=82Tor placebo (n-409) on top of conventional therapies (including oral anticoagulants, 
SS^cta, ACE inhibitors or ARBs, chronic antiplatelet agents, diuretics statins, digoxin, 
and caldum channel blockers). Patients had at least one ECG-documented AF/AFL episode 
S££ZS -onths prior to siudy entry but were in sinus rhythm for at least ™ 
raneed in age from 20 to 88 years, with the majority being Caucasian (97%), male (70 /o) 
pSiltcornmon co-morbidities were hypertension (56.8%) and structural heart 
dSe (41 5o"), including coronary heart disease (21.8%). Patients were followed for 12 months. 
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In the pooled data from EURIDIS and ADONIS as well as in the individual tnals, dronedarone 
delayed the time to first recurrence of AF/AFL (primary endpoint) lowering the risk of fcrt 
AF/AFL recurrence during the 12-month study period by about 25%,with an absolute difference 
in recurrence rate of about 1 1% at 12 months. 

14.3 ANDROMEDA Study (Increased Mortality in Patients with Severe Heart 

pSlecently hospitalized with symptomatic heart failure and severe left ventricular systolic 
dysfunction (wall motion index <1 .2) were randomized to either MULTAQ 400 mg twice dai y 
of matching placebo, with a primary composite end point of all-cause morality or hospitalization 
for heart failure. After enrollment of 62^ 

dronedarone and placebo groups, respectively), and a median ^^^^ 
terminated because of excess mortality in the dronedarone group. Twenty-five (25) patients m the 
dZedtone group (8.1%) versus 12 patients in the placebo group (3.8%) had ^d, hazard ratio 
2 13- 95% CI 1 07 to 4.25; p=0.027. The main reason for death was worsening heart failure 
There were also excess hospitalizations for cardiovascular reasons in the dronedarone group (71 
versus 51 for placebo) [see Boxed Warning and Contraindications (4)]. 

The populations enrolled in the ANDROMEDA and ATHENA studies were , s ignif icantly 
different. The patients enrolled in ANDROMEDA had relatively severe heart failure and had 
been hospitalized, or referred to a specialty heart failure clinic, for worsening . symptoms of heart 
S Cnotably shortness of breath. Note that these patients may have been clinically improved at 
he time of enrollment and it is the history of decompensation that characterized them Patients 
£S "DROMEDA were predominantly NYHA Class II C«^^\^ 
38% had a history of AF/AFL (25% had AF at randomiza ion). In contrast, in ATHENA 7 /o ot 
patients had no heart failure, 25% were NYHA Class I or II, and only 4% were Class III. All 
patients had a history of AF/AFL. 

16 HOW SUPPLIED/STORAGE AND HANDLING 

MULTAQ 400-mg tablets are provided as white film-coated tablets for oral administration, 
oblotgihaped, engraved with a double wave marking on one side and "4142" code on the other 
side in: 

Bottles of 60 tablets, NDC 0024-4142-60 

Bottles of 180 tablets, NDC 0024-4142-18 

Bottles of 500 tablets NDC 0024-4142-50 

Box of 10 blisters (10 tablets per blister) NDC 0024-4142-10 

Store at 25°C (77°F): excursions permitted to 1 5-30°C (59-86°F), [see USP controlled room 
temperature]. 

17 PATIENT COUNSELING INFORMATION 

17.1 Information for Patients 

See Medication Guide (17.2) 
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MULTAQ should be administered with a meal. Warn patients not to take MULTAQ with 
grapefruit juice. 

If a dose is missed, patients should take the next dose at the regularly scheduled time and should 
not double the dose. 

Advise patients to consult a physician if they develop signs or symptoms of worsening heart 
failure such as acute weight gain, dependent edema, or increasing shortness of breath. 

Advise patients to inform their physician of any history of heart failure, rhythm disturbance other 
than atrial fibrillation or flutter or predisposing conditions such as uncorrected hypokalemia. 

MULTAQ may interact with some drugs; therefore, advise patients to report to their doctor the 
use of any other prescription, non-prescription medication or herbal products, particularly St. 
John's wort. 

17.2 Medication Guide 

Medication Guide 
MULTAQ (MUL-tak) 
(dronedarone) Tablets 
Rx only 

Read this Medication Guide before you start taking MULTAQ and each time you get a refill. 
There may be new information. This information does not take the place of talking with your 
doctor about your medical condition or your treatment. 

What is the most important information I should know before taking MULTAQ? 
MULTAQ h not forpeople with severe heart failure. People with severe heart faiure who 
take MULTAQ have an increased chance of dying. Heart failure means your heart does not 
pump blood through your body as well as it should. 

Do not take MULTAQ if you have severe heart failure: 

. where any physical activity causes shortness of breath or you have shortness of breath while 

at rest or after a small amount of exercise. 
. if you were hospitalized for heart failure within the last month even if you are better now. 

Call your doctor right away if you have any signs and symptoms of worsening heart failure: 

• shortness of breath or wheezing at rest 

. wheezing, chest tightness or coughing up frothy sputum at rest, nighttime or after minor exercise 

. trouble sleeping or waking up at night because of breathing problems 

• using more pillows to prop yourself up at night so you can breathe more easily 

• gaining more than 5 pounds quickly 

• increasing swelling of feet or legs 
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What is MULTAQ? , . , . , 

MULTAQ is a prescription medicine used to lower the chance that you would need to go into the 
hospital for heart problems. It is meant for people who have had an abnormal heart rhythm called 
atrial fibrillation or atrial flutter in the last six months but who do not have that abnormal rhythm 
now or are about to be converted to a normal rhythm. It may be safely used for people who have 
had atrial fibrillation and atrial flutter who also have medical problems such as high blood 
pressure, stroke or diabetes. 

It is not known if MULTAQ is safe and effective in children younger than age 18 years old. 
Who should not take MULTAQ? 

See "What is the most important information I should know about taking MUL1 AQ. 
Do not take MULTAQ if: * 

• You have severe heart failure or have recently been in the hospital for heart 
failure, even if you are better now. 

• You have severe liver problems. 

• You take certain medicines that can change the amount of MULTAQ that gets 

into your body. Do not use these medicines with MULTAQ: 

o Nefazodone for depression 

o Norvir® (ritonavir) for HIV infection 

o Nizoral® (ketoconazole), and Sporanox® (itraconazole), and Vfend 
(voriconazole) for fungal infections . 

o Ketek® (telithromycin), Biaxin® (clarithromycin) for bacterial infections 

o Cyclosporine for organ transplant 
. You take certain medicines that can lead to a dangerous abnormal heart rhythm. 

o Some medicines for mental illness called phenothiazines 

o Some medicines for depression called tricyclic antidepressants 

o Some medicines for abnormal heart rhythm or fast heartbeat 

o Some medicines for bacterial infection 
Ask your doctor if you are not sure if your medicine is one that is listed above. 
. You are pregnant or plan to become pregnant. It is not known if MULTAQ will 

harm your unborn baby. Talk to your doctor if you are pregnant or plan to become 

pregnant. 

• You are breast-feeding or plan to breastfeed. It is not known if MULTAQ passes 
into your breast milk. You and your doctor should decide if you will take MULTAQ 
or breastfeed. You should not do both. 

What should I tell my doctor before starting MULTAQ? 

• If you have any other heart problems 

• Tell your doctor about all the medicines you take, including any new medicines. 
Include all prescription and non-prescription medicines, vitamins and herbal remedies. 
MULTAQ and certain other medicines can react with each other, causing serious side 

effects. 

Know the medicines you take. Keep a list of them and show it to your doctor and 
pharmacist when you get a new medicine. 
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Be sure to tell your doctor and pharmacist if you take: 

• medicine for high blood pressure, chest pain, or other heart conditions 

• statin medicine to lower blood cholesterol 

• medicine for TB (tuberculosis) 

• medicine for seizures 

• medicine for organ transplant 

• herbal supplement called St. John's wort 

Some of these medicines could keep MULTAQ from working well or make it more likely for you 
to have side effects. 

How should I take MULTAQ? 

• Take MULTAQ exactly as your doctor tells you. 

• Take MULTAQ two times a day with food, once with your morning meal and once 
with your evening meal. _ 

. Do not stop taking MULTAQ even if you are feeling well for a long time. The 

medicine may be working. 
. If you miss a dose, wait and take your next dose at your regular time. Do not take I 

doses at the same time. Do not try to make up for a missed dose. 

What should I avoid while taking MULTAQ? 

So not d2nk grapefruit juice while you take MULTAQ. Grapefruit Juice can increase the amount 
of MULTAQ in your blood and increase the likelihood that you will have a side effect of 
MULTAQ. 

What are the possible side effects of MULTAQ? 

• slowed heartbeat (bradycardia) 

• stomach problems such as 

o diarrhea 
o nausea 
o vomiting 

o stomach area (abdominal) pain 
o indigestion 

• feeling tired and weak 

• skin problems such as redness, rash, and itching 

Tell your doctor about any side effect that bothers you or that does not go away. These are not all 
the possible side effects of MULTAQ. For more information ask your doctor or pharmacist. 

Call your doctor for medical advice about side effects. You may report side effects to FDA at 1- 
800-FDA-1088. 

How should I store MULTAQ? 

Store MULTAQ at room temperature (59-86°F, or 15-30°C). 
Keep MULTAQ and all medicines out of the reach of children. 
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General information about MULTAQ 

Medicines are sometimes used for purposes not mentioned in a Medication Guide. Do not use 
MULTAQ for a condition for which it was not prescribed. Do not give MULTAQ to other 
people, even if they have the same symptoms or condition. It may harm them. 

This Medication Guide summarizes the most important information about MULTAQ. If you 
would like more information: 

• Talk with your doctor 

• Ask your doctor or pharmacist for information about MULTAQ that was written for 
health-care professionals 

• For the latest information and Medication Guide, visit www.sanofi-aventis.us or call 
sanofi-aventis Medical Information Services at 1-800-633-1610 option 1. The Medication 
Guide may have changed since this copy was printed. 

What are the ingredients in MULTAQ? 
Active ingredient: dronedarone 

Inactive ingredients: hypromellose, starch, crospovidone, poloxamer 407, lactose monohydrate, 
colloidal silicon dioxide, magnesium stearate polyethylene glycol 6000, titanium dioxide, 

carnauba wax 

This Medication Guide has been approved by the U.S. Food and Drug Administration. 
Rx only 
July 2009 

Manufactured by Sanofi Winthrop Industrie 
l,ruede la Vierge 
33440 Ambares, France 

©sanofi-aventis, 200X 
All rights reserved. 

MULTAQ is a trademark of sanofi-aventis. 

The brands listed are the registered trademarks of their respective owners and are not trademarks 
of sanofi-aventis U.S. LLC. 

sanofi-aventis U.S. LLC 
Bridgewater, NJ 08807 
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NDA 22-425 Multaq® (dronedarone) 

sanofi-aventis U.S. 55 Corporate Boulevard 
Bridgewater, New Jersey 08807 

RISK EVALUATION AND MITIGATION STRATEGY (REMS) 
GOALS 

To prevent Multaq® use in patients with NYHA Class IV heart failure or NYHA Class II- 
ni heart failure with recent decompensation requiring hospitalization or reterral to a 
specialized heart failure clinic by educating prescribers about increased mortality when 
Multaq® is used in this patient population. 

To inform patients about the serious risks of Multaq®, including increased mortality in 
patients with severe unstable heart failure. 



II. REMS ELEMENTS 



A. MEDICATION GUIDE 

In accordance with 21 CFR 208.24, sanofi-aventis will ensure that the Medication Guide is 
available for distribution to patients by providing sufficient numbers to distributors, packers, or 
authorized dispensers in order to provide a Medication Guide to each patient receivmg a sample 
or a prescription of Multaq®. Sanofi-aventis will institute the following measures: 

. The label of each container or package of Multaq® will include a prominent instruction to 
authorized dispensers to provide a Medication Guide to each patient to whom the drug is 

dispensed. 

. One copy of the Full Prescribing Information that includes a Medication Guide will be 
provided with each 60-count unit-of-use bottle of Multaq® (a monthly usual supply). 
Additional Medication Guides will be provided for the 180-count and 500-count bottles as 
follows: 

o A minimum of 3 Medication Guides will be provided with each 180-count bottle 
o A minimum of 9 Medication Guides will be provided with each 500-count bottle 
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Medication Guides will be available via sales and/or medical representatives, the product website 
and through the Sponsor's Medical Information Services Department. 

The Medication Guide is appended to this document (see Appendix 1). 



B. COMMUNICATION PLAN 

In accordance with FDCA 505-l(e) (3), sanofi-aventis will im P^^°X^™ SSf 
health care professionals (HCPs) to support implementation of this REMS. The purpose oi the 
Communication Plan is to educate health care professionals on risks associated with the use of 
Multaq®, the safe and appropriate prescribing information, and the goals of the REMS. 

The Elements of the Communication Plan include: 
/. Health Care Professional Information Sheet 

a Sanofi-aventis will issue a Health Care Professional Information Sheet to targeted 
' health care professionals (key stakeholders and secondary stakeholders as defined 
below) within 60 days of the REMS approval. This Information Sheet highlights 
the goals of the Multaq®REMS and actions to ensure appropriate use. Sanofi- 
aventis will distribute the Health Care Professional Information Sheet through 
hardcopy mailings. In addition, this information will be available through 
electro^ communication (Health Care Notification Network [HCNN]) and made 
available on the product website. 

b The Health Care Professional Information Sheet, Multaq® Package Insert and 
' Medication Guide will be distributed to HCPs at product launch These materials 
will be disseminated every 18 months for at least 3 years. This element of the 
REMS is not intended to continue over the lifetime of the product; it will function 
only to inform prescribes of the goals of the Multaq® REMS for a period of 3 
years. 

The Health Care Professional Information Sheet is appended to this document 
(see Appendix 2). 

2. REMS Print Advertising in Professional Society Journals 

a Sanofi-aventis will issue REMS Print Advertisements in the following professional 
society journals, monthly for 24 months, following approval of the REMS: 

i. Journal of the American College of Cardiology 

ii. Circulation 

iii. Annals of Internal Medicine 
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The REMS Print Advertisement is appended to this document (see Appendix 3). 
The intended audience for the Communication Plan is: 

1 Key stakeholders: Health care professionals, including cardiologists, electeophysiologists, 
' hospitalists, internal medicine and family practice physicians who regularly Prescnbe 

antTarrhythmic agents will be targeted. Members of relevant professional societies will 

also be targeted. 

2 Secondary stakeholders: Nurse practitioners and physician assistants who work in offices 
' of the above-mentioned physicians will also be targeted as secondary stakeholders for 

education. 
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C. ELEMENTS TO ASSURE SAFE USE 

Multaq® can be approved without Elements to Assure Safe Use. 



D. IMPLEMENTATION SYSTEM 

Multaq® can be used without Elements to Assure Safe Use; therefore, an implementation system 
is not required. 

E. TIMETABLE FOR SUBMISSION OF ASSESSMENTS 

Formal assessments of the REMS performance will be provided to the Food and Drug 
Administration (FDA) annually, years 1-5 and at year 7 post-launch. The first assessment interval 
will be from August 2009 (product launch) to June 2010. All assessment reports will be 
submitted to the Agency on the due date as indicated below. 



Assessment number Submission Due Date 



1 August 31, 2010 

2 August 31 ,2011 

3 August 31 ,2012 

4 August 31, 2013 

5 August 31, 2014 

6 August 31, 2016 
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APPENDICES OF REMS 

1. Multaq® Medication Guide 

2. Health Care Professional Information Sheet 

3. REMS Print Advertisement 
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17.2 Medication Guide 

Medication Guide 
MULTAQ (MUL-tak) 
(dronedarone) Tablets 
Rxonly 



Read this Medication Guide before you start taking MULTAQ and each time you get a refill 
^ may be n ew information. This information does not take the place of talkmg with your 
doctor about your medical condition or your treatment. 

What is the most important information I should know before taking MULTAQ? 

MULTAQ is not for people with severe heart failure. People with severe heart failure who 
S^LTAq ? have P an increased chance of dying. Heart failure means your heart does not 
pump blood through your body as well as it should. 

D ° W-» or v„„ have of 

better now. 

Call your doctor right away if you have any signs and symptoms of worsening heart failure: 

: t^l^^^S^ *** - * ^ ttime or after 

. SLTeping or waking up at night because of breathing , Problems 

. using more pillows to prop yourself up at night so you can breathe more easily 

• gaining more than 5 pounds quickly 

• increasing swelling of feet or legs 
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What is MULTAQ? 

MULTAQ is a prescription medicine used to lower the chance that you would need to go .into the 
hospi^ifor heart probkms. It is meant for people who have had an abnormal heart rhythm called 
S fibrillation or atrial flutter in the last six months but who do not have that abnormal rhythm 
Z Tor are about to be converted to a normal rhythm. It may be safely used for people ^who have 
had atrial fibrillation and atrial flutter who also have medical problems such as high blood 
pressure, stroke or diabetes. 

It is not known if MULTAQ is safe and effective in children younger than age 18 years old. 
Who should not take MULTAQ? 

See "What is the most important information I should know about taking MULTAQ?" 
Do not ta^MULJAQ tf: e ^ ^ ^ ^ ^ . q ^ {Qr n£art 

failure, even if you are better now. 

• You have severe liver problems. 

• You take certain medicines that can change the amount of MULTAQ that gets 
into your body. Do not use these medicines with MULTAQ: 

o Nefazodone for depression 

o Norvir® (ritonavir) for HIV infection , , „ ,® , • in 

o Niz^ra/Cketoconazole), and Sporanox® (itraconazole), and Vfend® (voriconazole) 

for fungal infections . . 

o Ketek® (telithromycin), Biaxin® (clarithromycin) for bacterial infections 
o Cyclosporine for organ transplant , u -whT,. 

. You take certain medicines that can lead to a dangerous abnormal heart rhythm. 
Some medicines for mental illness called phenothiazines 
Some medicines for depression called tricyclic antidepressants 
Some medicines for abnormal heart rhythm or fast heartbeat 
o Some medicines for bacterial infection 

Ask your doctor if you are not sure if your medicine is one that is listed above_ 
You are pregnant or plan to become pregnant. It is not known if MULTAQ will 
harm your unborn baby. Talk to your doctor if you are pregnant or plan to become 

Yofa^'breast-feeding or plan to breastfeed. It is not known if MULTAQ P^^L nr 
into your breast milk. You and your doctor should decide if you will take MULTAQ or 
breastfeed. You should not do both. 



o 
o 

o 
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What should I tell my doctor before starting MULTAQ? 

• If you have any other heart problems . 

• Tell your doctor about all the medicines you take, including any new medicines. 
Include all prescription and non-prescription medicines, vitamins and herbal remedies. 
MULTAQ and certain other medicines can react with each other, causing serious side 
effects. Know the medicines you take. Keep a list of them and show it to your doctor 
and pharmacist when you get a new medicine. 



Be sure to tell your doctor and pharmacist if you take: 

• medicine for high blood pressure, chest pain, or other heart conditions 

• statin medicine to lower blood cholesterol 

• medicine for TB (tuberculosis) 

• medicine for seizures 

• medicine for organ transplant 

• herbal supplement called St. John's wort 

Some of these medicines could keep MULTAQ from working well or make it more likely for you 
to have side effects. 



How should I take MULTAQ? 

• Take MULTAQ exactly as your doctor tells you. 

• Take MULTAQ two times a day with food, once with your morning meal and once 
with your evening meal. 

• Do not stop taking MULTAQ even if you are feeling well for a long time. The 
medicine may be working. . 

• If you miss a dose, wait and take your next dose at your regular time. Do not take 2 
doses at the same time. Do not try to make up for a missed dose. 



What should I avoid while taking MULTAQ? 

Do not drink grapefruit juice while you take MULTAQ. Grapefruit juice and grapefruit can 
increase the amount of MULTAQ in your blood and increase the likelihood that you will have a 
side effect of MULTAQ. 



What are the possible side effects of MULTAQ? 

• Slowed heartbeat (bradycardia) 

• Stomach problems such as 

o diarrhea 
o nausea 
o vomiting 
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o stomach area (abdominal) pain 
o indigestion 

• feeling tired and weak 

• skin problems such as redness, rash, and itching 



Tell your doctor about any side effect that bothers you or that does not go away. These are not all 
the possible side effects of MULTAQ. For more information ask your doctor or pharmacist. 



Call your doctor for medical advice about side effects. You may report side effects to FDA at 1- 
800-FDA-1088. 



How should I store MULTAQ? 

Store MULTAQ at room temperature (59-86°F, or 15-30°C). 
Keep MULTAQ and all medicines out of the reach of children. 
General information about MULTAQ 

Medicines are sometimes used for purposes not mentioned in a Medication Guide. Dc . not : use 
MULTAQ for a condition for which it was not prescribed. Do not give MULTAQ to other people, 
even if they have the same symptoms or condition. It may harm them. 



This Medication Guide summarizes the most important information about MULTAQ. If you 
would like more information: 

Ask yTmSfofpharmacist for information about MULTAQ that was written for 
health-care professionals 
. For the latest information and Medication Guide, visit www.sanofi-aventis jus or call 
sanofi-aventis Medical Information Services at 1-800-633-1610 option 1. The 
Medication Guide may have changed since this copy was printed. 



What are the ingredients in MULTAQ? 



Property of the sanofi-aventis group - strictly confidential 
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09-June-2009 

SR 33589 / MULTAQ (DRONEDARONE) 

Proposed Risk Evaluation and Mitigation Strategy (REMo) 

r Version 7.U _. , 

Final 

Active ingredient: dronedarone 

Inactive ingredients: hypromellose, starch, crospovidone, poloxamer 407, lactose monohydrate, 
coCal silicon dioxide, magnesium stearate polyethylene glycol 6000, «>nm> d.ox,d=, 

caraauba wax 



This Medication Guide has been approved by the U.S. Food and Drug Administration. 

Rxonly 

Issued month/year 

Manufactured by Sanofi Winthrop Industrie 
l,ruede la Vierge 
33440 Ambares, France 

©sanofi-aventis, 200X 
All rights reserved. 

MULTAQ is a trademark of sanofi-aventis. 



The brands listed are the registered trademarks of their respective owners and are not trademarks 
of sanofi-aventis U.S. LLC. 



sanofi-aventis U.S. LLC 
Bridgewater, NJ 08807 



Property of the sanofi-aventis group - strictly confidential 
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09-June-2009 

SR 33589 / MULTAQ (DRONEDARONE) 

Proposed Risk Evaluation and Mitigation Strategy (REMS) 

Vers.on 7.0 Rna| 

2. MULTAQ® HEALTH CARE PROFESSIONAL INFORMATION SHEET 



Property of the sanofi-aventis group - strictly confidential 
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RISK MITIGATION PROGRAM 




MULTAQ 0 Partnership 

for Appropriate Care and Treatment 



imimsm 



MULTAQ is an antiarrhythmic drug indicated to reduce the risk of cardiovascular hospitahzation in patents 
with paroxysmal or persistent atrial fibrillation (AFib) or atrial flutter (AFL), with a recent episode of AFib/AFL 
and associated cardiovascular risk factors (i.e., age >70, hypertension, diabetes, prior cerebrovascular 
accident, left atrial diameter >50 mm or left ventricular ejection fraction [LVEF] <40%), who are in sinus 
rhythm or who will be cardioverter! 



Do not prescribe MULTAQ for patients with NYHA Class IV heart 
failure (HF) or NYHA Class Il-lll HF with recent decompensation 
requiring hospitalization or referral to a specialized HF clinic 



WARNING: HEART FAILURE 
MULTAQ is contraindicated in patients with NYHA Class IV heart failure, or NYHA Claw "-HI 
heart faifure S a recent decompensation requiring hospitalization or referral to a specal.zed 

heart failure clinic. 

In a placebo-controlled study in patients with severe heart failure requiring 

™ rKal to a soecialized heart failure clinic for worsening symptoms (the ANDROMEDA btudy), 

^^fP^iS^B had a greater than two-fold increase in mortality. Such patients 

r should not be given dronedarone. 



Prescribers should also be aware of other important contraindications, including: 

. Coadministration of strong CYP3A4 inhibitors, medicinal products inducing Torsade de Pointes, 

or Class I or III antiarrhythmic agents 
. Second- or third-degree atrioventricular block, sick sinus syndrome (except when used 

in conjunction with a functioning pacemaker), or bradycardia of <50 bpm 

• QTc Bazett>500 ms or PR interval >280 ms 

• Severe hepatic impairment 

• Pregnancy or nursing mothers 



RISK MITIGATION PR OGRAM 

ivPACT 

MULTAQ 0 Partnership 

for Appropriate Care and Treatment 




Please consider the following Steps for Ensuring Appropriate Use when prescribing 
MULTAQ for your patients: 

1. Initiate MULTAQ in appropriate patients 

. Screen patients for severity and stability of heart failure; MULTAQ should not be .mftated ,n patients with NYHA Class V 
heart X rrr^ILs IHII heart failure with recent decompensation requiring hosp.tal.zat.on or referral to a spec.al.zed 
heart failure clinic 

• Treatment may be initiated in an outpatient or an inpatient setting 

• Discontinue use of other Class I or Class III antiarrhythmic therapies 

• The dosage of certain cardiovascular medications may need to be adjusted and certain laboratory test changes may occur 

2 Counsel patients to report changes in their symptoms and their medications 

. Advise patients to consult a physician if they develop signs or symptoms of worsening heart fa.lure such as we.ght gam, 
dependent edema, and/or increasing shortness of breath 

. Advise patients that MULTAQ should not be taken with certain other medications and to ^consu t w.th the.r phys.c.ans before 
starting any new drugs as the dosage of certain cardiovascular med.cat.ons may need to be adjusted 
. Refer patients to the Medication Guide and address any additional questions 

3. Check patients for changes in their symptoms or certain lab tests 

. Observe patients regularly for signs or symptoms of heart failure that may requ.re add,t.onal treatment and/or 
MULTAQ discontinuation 

. Be aware that within a week, MULTAQ causes a small change in serum creatinine that does not reflect a change .n 
underlying renal function 

Inpatients with developing or worsening heart failure during treatment, use clinical judgment to guide *°™°*?™l« eaCh 
Please refer to the enclosed Prescribing Information for complete safety information before prescribing MULTAQ. 

Seriou s Adverse Events: ., .. MIT , n ,„.„. 

Health care professionals should report any serious adverse events thoughtto be assoc.ated w.th MULTAQ use to. 

• Sanofi-aventis at 1-800-633-1610 option 2 

• FDA's MedWatch reporting system 

-By phone (1-800-FDA-1088) 

- By facsimile (1-800-FDA-0178) 

- Online (https://www.accessdata.fda.gov/scripts/medwatch/) 

- By mail (using the MedWatch Voluntary Reporting form 3500. to the FDA Safety r Information and Adverse Event 
Reporting Program: Food and Drug Administration, 5600 F.shers Lane, Rockv.lle, MD 20852-9787) 

Additional Resources 

For additional information: 

. Talk to your sanofi-aventis sales representative or call the sanofi-aventis Medical Information Serv.ces 
department at 1-800-633-1610 option 1 

• Visit www.MULTAQ.com 

• Refer patients to the MULTAQ Medication Guide SOflOf I O VeflflS 

Bemuse heitlth matters 



US.DRO.09.08.026 



June 2009 



©2009 sanofi-aventis U.S. LLC 



SR 33589 / MULTAQ (DRONEDARONE) 09-June-2009 
Proposed Risk Evaluation and Mitigation Strategy (REMS) 

7.0 Final 



3. MULTAQ® REMS PRINT ADVERTISEMENT 




sanofi aventis 



Because health mat vers 




Important Information on the Use of 
MULTAQ® (dronedarone) 



Do not prescribe MULTAQ for patients with NYH A Class IV heart 
failure (HF> or NYHA Class INK HF with recent decompensation 
requiring hospitalization or referral to a specialized HF clinic 



Prescribers should also be aware of other important contraindications, including 

.. . .... _ mv n„-,«++ -^cnn mc nr PR in1 



. Coadministration of strong CYP3A4 inhibitors, medicinal 
products inducing Torsade de Pointes, or Class I or III 
antiarrhythmic agents 

. Second- or third-degree atrioventricular block, sick 
sinus syndrome (except when used in conjunction with 
a functioning pacemaker), or bradycardia of <50 bpm 



QTc Bazett >500 ms or PR interval >280 ms 
Severe hepatic impairment 
Pregnancy or nursing mothers 




<; a nnfi auentis is committed to appropriate patient care and treatment 

appropriate patient selection. 
Visitwww.MULTAQ.com for more information. 



ensure 



Please see accompanying Brief Summary before prescribing MULTAQ. 



^B^^^^^. US.DRO.09.05.016 • v Jijne 



RISK MITIGATION PR OGRAM 

ftPACT 

MULTAQ 9 Partnership 

for Appropriate Care and Treatment 



This is'a T^JS^rthSSITSTI^rtectronlc record that was signed electronically and 
this page is the manifestation of the electronic signature^ 



/s/ 



Robert Temple 
7/1/2009 05:17:47 PM 



EXHIBIT 6 



UNITED STATES PATENT AND TRADEMARK OFFICE 

CERTIFICATE OF CORRECTION 



PATENT NO. : 7,323,493 Bl 

APPLICATION NO. : 09/446601 
DATED : January 29, 2008 

INVENTOR(S) : Abramovici et al. 
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It is certified that error appears in the above-identified patent and that said Letters Patent is 
hereby corrected as shown below: 

Column 1 , line 1 : Insert the following text: « Cross Reference to Related 
Applications — . 

Column 1 , line 2: Insert the following text: -- This application is a 35 U.S.C. 
§ 371 application of PCT International Application No. PCT/FR98/01285 filed 
June 19, 1998. --. 

Column 4, line 37: "Na 2 hkm" should read as -- Na 2 HP0 4 -. 

Column 4, line 42: Insert the following text: - The following results were thus 
obtained: 

Column 1 0, Claim 3, line 29: "claim 2" should read as - claim 1 -. 

Column 10, Claim 4, line 32: "claim 2" should read as -- claim 1 -. 

Column 1 0, Claim 1 2, line 59 : Cancel the following text: "or a 
pharmaceutically acceptable salt thereof. 



This certificate supersedes the Certificate of Correction issued June 17, 2008. 

Signed and Sealed this 
Twenty-second Day of July, 2008 



JON W. DUD AS 
Director of the United States Patent and Trademark Office 



sanofi-aventis Docket Mo. WD000994 US PCT 



IN THE UNITED STATES PATENT AND TRADEM ARK OFFICE 
In re Patent of Abramovici et al. 
U.S. Patent No.: 7,323,493 
Issued: January 29, 2008 

Title: Solid Pharmaceutical Compositions Containing Benzofuran Derivatives 

REQUEST FOR CERTIFICATE OF CORRECT ION FOR PTQ MISTAKE 
UNDER 35 U.S.C. 254 and 37 C.F.R. 1.322 



Commissioner for Patents 

P. O. Box 1450 

Alexandria, VA 22313-1450 

Attn: Certificate of Correction Branch 

In the matter of U.S. Patent No. 7,323,493, it is respectfully requested that a Certificate of 
Correction be issued to cover the following errors which occurred in the printing of the patent: 

1 . Column 4, line 37 (page 7, line 24 of the Specification): "Na 2 hpoj" should read as 
-Na 2 HP0 4 -. 

2. Column 4, line 42 (page 8, line 1 of the Specification): Please insert the following 
text: -The following results were thus obtained: - . 

Support for the correction of the following errors can be found in the Amendment filed on 
January 12, 2007, as acknowledged by the Examiner in the Notice of Allowability and Interview 
Summary (PTOL-413) dated September 19, 2007: 

3. Column 1 , line 1 : Insert the following text: -Cross Reference to Related 
Applications --. 



sanofi-aventis Docket No. 1VD000994 US PCT 



Column 1, line 2: Insert the following text: -This application is a 35 U.S.C. § 371 
application of PCT International Application No. PCT/FR98/01285 filed June 19, 
1998. --. 

Claim 3, column 10, line 29 (see claim 2 of Amendment filed January 12, 2007): 
"claim 2" should read as - claim 1 --. 

Claim 4, column 10, line 32 (see claim 3 of Amendment filed January 12, 2007): 
"claim 2" should read as -- claim 1 -. 

Claim 12, column 10, line 59 (see claim 20 of Amendment filed January 12, 2007): 
Cancel the following text: "or a pharmaceutically acceptable salt thereof. 



REMARKS 

It is respectfully requested that a Certificate of Correction be issued for the above- 
identified patent. All of the above errors occurred during the printing of the patent and, 
therefore, no fee is due. However, the Commissioner is hereby authorized to charge any f 
that are required by this paper to Deposit Account No. 1 8-1982. 

A copy of the required Certificate of Correction Form PTO-1050 is enclosed. 



sanofi-aventis U.S. Inc. 
U.S. Patent Operations 
Route #202-206 / P.O. Box 6800 
Bridgewater, NJ 08807-0800 
Telephone (610)889-8995 
Telefax (908)231-2626 



Respectfully submitted, 



March 



Date 



Kelly L. Bender, Registry No. 52,610 
Attorney for Applicant 



sanofi-aventis Docket No. 1VD000994 US PCT 
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UNITED STATES PATENT AND TRADEMARK OFFICE 
CERTIFICATE OF CORRECTION 

PATENT NO. : 7,323,493 
DATED January 29, 2008 

INVENTOR(s) : Abramovici et al. 

It is certified that error appears in the above-identified patent and that said Letters Patent is hereby 
corrected as shown below: 

Column 1. line 1: Insert the following text: -Cross Reference to Related Applications -. 

Column 1, line 2: Insert the following text: -This application is a 35 U.S.C. § 371 application 
of PCT International Application No. PCT/FR98/01285 filed June 19, 1998. --. 

Column 4, line 37: "Na 2 H po4" should read as -Na 2 HP0 4 -; 

Column 4, line 42: Insert the following text: -The following results were thus obtained: - . 

Claim 3, line 29: "claim 2" should read as - claim 1 --. 

Claim 4, line 32: "claim 2" should read as - claim 1 

Claim 1 2, line 59: Cancel the following text: "or a pharmaceutical^ acceptable salt thereof*. 



Mailing Address of Sender: 



Patent No. 7,323,493 



Kelly L. Bender, U.S. Patent Operations 
sanofi-aventis U.S. Inc. 
Route #202-206 
P. O. Box 6800 

Bridgewater, New Jersey 08807-0800 
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Certificate of Correction (PTO Form 1050) - Amended 



United States 
I Patent and 
* Trademark Office 



EXHIBIT 7 



Patent Maintenance Fees 


07/08/2009 05:47 AM EDT 


Patent Number: 


7323493 


Application Number: 


09446601 


Issue Date: 


01/29/2008 


Filing Date: 


04/03/2000 


Window Opens: 


01/31/2011 


Surcharge Date: 


08/01/2011 


Window Closes: 


01/30/2012 


Payment Year: 




Entity Status: 


LARGE . 


Customer Number: 


187 ; . 


Street Address: 


ATTENTION: BREVETS 

SANOFl-AVENTIS . 


City: 


ANTONY 


State: 
Zip Code: 


92165 — 


Phone Number: 


(+33) 557-6530 




Currently there are no fees due, 
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USPTO 
Home 
Page 




United States 
Patent and 
Trademark Office 



Patent Bibliographic Data 


07/1 


38/2009 05:48 AM 


r3t6ni wumuer. 


7323493 


Application Number: 


09446601 


issue uaie. 


01/29/2008 


Filing Date: 


04/03/2000 


Title: 


SOLID PHARMACEUTICAL COMPOSITIONS CONTAII^ 
DERIVATIVES 


JING BENZOFUH 


lANb 


oiaius. 


4th year fee window opens: 01/31/201 1 


Entity: 


Large 


Window Opens: 


01/31/2011 


Surcharge Date: 


08/01/2011 


Expiration: 


N/A 


Fee Amt Due: 


Window 
not open 


Surchg Amt Due: 


Window not open 


Total Amt Due: 


Window 

not 

open 


Fee Code: 


1551 


MAINTENANCE FEE DUE AT 3.5 YEARS 


Surcharge Fee Code: 






Most recent events (up to 7): 


09/24/2008 


Payor Number Assigned. 

— End of Maintenance History — 


Address for fee purposes: 


ATTENTION: BREVETS 
SANOFI-AVENTIS 
20 AVENUE RAYMOND 
ANTONY, 92165 




I 


Run Another Cl 
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United States 
Patent and 
Trademark Office 



Maintenance Fees Window Dates 

Patent Number: 7323493 



07/08/2009 05:48 AM EDT 

Application Number: 09446601 





4th Year 


8th Year 


12th Year 


Open Date 


01/31/2011 


01/29/2015 


01/29/2019 


Surcharge Date 


08/01/20111 


07/30/2015 


07/30/2019 


Close Date 


01/30/2012 


01/29/2016 


01/29/2020 



Need Help? | I IRPTO Home Page | FinsmfiLQnli^^^ I Alerts Page 




EXHIBIT 8 

DEPARTMENT OF HEALTH & HUMAN SERVICES 



Public Health Service 



Food and Drug Administration 
Rockvitle MD 20857 



IND 48,344 



JUL 20 1995 



Sanofi Recherche 

Attention: G.C.J. Martin, Ph.D. 

Centre de Montpellier 

371, Rue du Professeur Blayac 

34184 Montpellier Cedex 04 

France 

Dear Dr. Martin: 

We acknowledge receipt of your investigational new drug application (IND) submitted under 
section 505(i) of the Federal Food, Drug, and Cosmetic Act. Please note the following 
identifying data: 

IND Number Assigned: 48,344 

Sponsor: Sanofi Recherche 

Name of Drug: SR33589B 

Date of Submission: July 7, 1995 

Date of Receipt: July 11, 1 995 

Studies in humans may not be initiated until 30 days after the date of receipt shown above. If. 
within the 30-day waiting period, we identify deficiencies in your IND that require correction 
before human studies begin or that require restriction of human studies until correction, we 
will notify you immediately that the study may not be initiated ("clinical hold ) or that certain 
restrictions must be placed on it. In the event of such notification, you must continue to 
withhold or to restrict, such studies until you have submitted material to correct the 
deficiencies, and we have notified you thai the material you submitted is satisfactory. 

It has not been our policy to object to a sponsor, upon receipt of this acknowledgement letter 
either obtaining supplies of the investigational drug or shipping it to investigators listed in the 
IND However, if drug is shipped to investigators, they should be reminded that studies may not 
begin under the IND until 30 days after the IND receipt date or later if the IND is placed on 
clinical hold. 

You are responsible for compliance with the Federal Food, Drug, and Cosmetic Act and the 
regulations implementing that Act (Title 21 of the Code of Federal Regulations) These 
responsibilities include reporting any adverse experience associated with use of the drug that is 
both serious and unexpected to the FDA as soon as possible and in no event later than 10 working 
days after initial receipt of the information and reporting any unexpected fatal or 



Page 2 - iND 48,344 



life-threatening experience to the FDA by telephone no later than three working days aft 
receipt of the information (21 CFR 312.32), and submission of annual progress reports 
(21 CFR 312.33). 

Please forward all future communications concerning this IND in triplicate, identified wi 
number 48,344, and addressed as follows: 

Food and Drug Administration 

Center for Drug Evaluation and Research 

Division of Cardio-Renal Drug Products, HFD-110 

Attention: Document Control Room 

5600 Fishers Lane 

Rockville, Maryland 20857 

Should you have any questions concerning this IND, please call me at (301) 594-5300 

Sincerely yours, 

Diana Willard 

Consumer Safety Officer 

Division of Cardio-Renal Drug Products 

Office of Drug Evaluation I 

Center for Drug Evaluation and Research 



cc: Clementi & Associates 

Attention: W.A. Clementi, Pharm.D., F.C.P. 
290 King of Prussia Road 
Radnor, PA 19087 



EXHIBIT 9 

DEPARTMENT OF HEALTH & HUMAN SERVICES 



Public Health Service 



Food and Drug Administration 
Rockville MD 20857 



IND 49,484 

JAN - 3 1996 



Sanofi Winthrop, Inc. 

Attn: George A. Clay, Ph.D. 

9 Great Valley Parkway 

P. 0. Box 3026 

Malvern, VA 19355 



Dear Sir/Madam: 

We acknowledge receipt of your Investigational New Drug Application (IND) submitted under 
Section 505(i) of the Federal Food. Drug, and Cosmetic Act. Please note the following 
identifying information: 

IND Number Assigned: 49,484 

Sponsor: Sanofi Winthrop, Inc. 

Name of Drug: SR 33589B Oral 

Date of Submission: Dec. 26, 1995 

Date of Receipt: Dec. 26, 1995 

IT IS UNDERSTOOD THAT STUDIES IN HUMANS WILL NOT BE INITIATED UNTIL 30 DAYS AFTER 
THE DATE OF RECEIPT SHOWN ABOVE. If, within the 30-day period, we determine thai serious 
deficiencies in your IND require correction before human studies can begin or that would 
require restriction of human studies until correction, we will notify you immediately by 
telephone. In that event, we expect that you will withhold or restrict such studies until we notify 
you that the material you have submitted to correct the deficiencies is satisfactory. 

A sponsor of an IND may obtain supplies of the investigational drug upon notification of our 
receipt of the application. Sponsors, however, may not ship the investigational drug to 
investigators named in the IND until 30 days after the receipt date. 

The 30-day restriction does not apply if the IND number was assigned for emergency use of the 
drug. 

RECEIVED 

JAN 1 0 |996 
GEORGE A. CLAY 



FORM FDA 3226a (5/89) 



Page 2 

IND 49,484 

You are responsible for compl.ance with the Federal Food, Drug, and Cosmetic Act and the 
regulations implementing that Act. These responsibilities include reporting any unexpected fatal or 
life-threatening experience to us by telephone no later than three working days after rece.pt of the 
information, reporting adverse reactions that are both serious and unexpected .n wnt.ng within ten 
days and submitting progress reports at least annually. 

Please forward all future communications concerning this IND in TRIPLICATE, IDENTIFIED WITH THE 
IND NUMBER and addressed as follows: 

P I ease see 
end osure f or 
addresses. 

Should you have any questions concerning this IND, please call: 

Diana Willard 

Consumer Safety Officer 
(301)443-4730 



Sincerely Yours, 

Natalia A. Morgenstern 
Chief. Project Management Staff 
Division of Cardio-Renal Drug Products 
Office of Drug Evaluation I 



cc: Original File - pink 
Division File -yellow 
Division CSO - blue 



ACKNOWLEDGEMENT 



FORM FDA 3228b (5/89) 



ADDRESS FOR ORIGINAL SUBMISSIONS (INDs AND NDAs): 



FOOD AND DRUG ADMINISTRATION 

CENTER FOR DRUG EVALUATION AND RESEARCH 

CENTRAL DOCUMENT ROOM 

PARKBLDG., ROOM 214 

12420 PARKLAWN DRIVE 

ROCKVILLE, MD 20852 

ADDRESS FOR AMENDMENTS (INDs AND NDAs) VIA U.S. POSTAL 
SERVICE: 

FOOD AND DRUG ADMINISTRATION 

CENTER FOR DRUG EVALUATION AND RESEARCH 

DIVISION OF CARDIO-RENAL DRUG PRODUCTS 

ATTENTION: DOCUMENT CONTROL ROOM, HFD-1 1 0 

5600 FISHERS LANE 

ROCKVILLE, MD 20857 

ADDRESS FOR AMENDMENTS (INDs AND NDAs) VIA OVERNIGHT 
MAIL AND UPS DELIVERIES: 

FOOD AND DRUG ADMINISTRATION 

CENTER FOR DRUG EVALUATION AND RESEARCH 

DIVISION OF CARDIO-RENAL DRUG PRODUCTS 

ATTENTION: DOCUMENT CONTROL ROOM, HFD-1 1 0 

1451 ROCKVILLE PIKE 

ROCKVILLE, MD 20852 



EXHIBIT 10 
DEPARTMENT OF HEALTH & HUMAN SERVICES 



Public Health Service 



Food and Drug Administration 
Rockville, MD 20857 



NDA 21-913 



Sanofi-Synthelabo Inc. 

Attention: Douglas A. Greene, M.D. 

1 1 Great Valley Parkway 

P.O. Box 3026 

Malverna,PA 19355 



Dear Dr. Greene: 



We have received your new drug application (NDA) submitted under section 505(b) of the 
Federal Food, Drug, and Cosmetic Act for the following: 



Name of Drug Product: 

Review Priority Classification: 

Date of Application: 

Date of Receipt: 

Our Reference Number: 



Dronedarone hydrochloride 400 mg Tablets 
Standard (S) 
June 10, 2005 
June 10, 2005 
NDA 21-913 



Unless we notify you within 60 days of the receipt date that the application is not sufficiently 
complete to permit a substantive review, we will file the application on August 9, 2005, in 
accordance with 21 CFR 314.101(a). If the application is filed, the user fee goal date will be 
April 10, 2006. 

All applications for new active ingredients, new dosage forms, new indications, new routes of 
administration, and new dosing regimens are required to contain an assessment of the safety and 
effectiveness of the product in pediatric patients unless this requirement is waived or deferred. 
We reference the deferral granted on April 1, 2005, for the pediatric study requirement for this 
application. 



NDA 21-913 
Page 2 

Please cite the NDA number listed above at the top of the first page of any communications 
concerning this application. Send all electronic or mixed electronic and paper submissions 1 
Central Document Room at the following address: 



Food and Drug Administration 

Center for Drug Evaluation and Research 

Central Document Room (CDR) 

590 1-B Ammendale Road 

Beltsville, MD 20705-1266 

If your submission only contains paper, send it to one of the following address: 

U.S. Postal Service: 

Food and Drug Administration 

Center for Drug Evaluation and Research 

Division of Cardio-Renal Drug Products, HFD-1 10 

Attention: Division Document Room, 5002 

5600 Fishers Lane 

Rockville, Maryland 20857 

Courier/Overnight Mail: 

Food and Drug Administration 

Center for Drug Evaluation and Research 

Division of Cardio-Renal Drug Products, HFD-1 10 

Attention: Division Document Room, 5002 

1451 Rockville Pike 

Rockville, Maryland 20852 



If you have any questions, please call: 

Mr. Russell Fortney 

Regulatory Health Project Manager 

(301) 594-5311 

Sincerely, 

{See appended electronic signature page) 



Edward Fromm 

Chief, Project Management Staff 
Division of Cardio-Renal Drug Products 
Office of Drug Evaluation I 
Center for Drug Evaluation and Research 



ThTs iH^pJMwStiwTIi an electronic record that was signed electronically 
this page is the manifestation of the electronic signature. 



Isl 



Edward Fromm 
7/19/05 01:28:34 PM 



SERVICES 



EXHIBIT 11 

DEPARTMENT OF HEALTH & HUMAN pub)jc Heg|th Service 



^v?^ . Food and Drug Administration 

Rockviile, MD 20857 



NDA 22-425 



sanofi-aventis U.S., LLC 
Attention: Jon Villaume, Ph.D. 
Vice President, Regulatory Affairs 
9 Great Valley Parkway 
P.O. Box 3026 
Malvern, PA 19355 



Dear Dr. Villaume: 

We have received your new drug application (NDA) submitted under section 505(b)(1) of the Federal 
Food, Drug, and Cosmetic Act for the following: 

Name of Drug Product: Multaq (dronedarone hydrochloride) Tablets 400 mg 

Review Priority Classification: Priority (P) 

Date of Application: June 27, 2008 

Receipt Date of User Fees: July 31, 2008 

Our Reference Number: NDA 22-425 

This application was considered incomplete and was not accepted for filing because all fees owed for this 
IpplSrwere not pakL Subsequently, we received on My 31, 2008 all fees due. The rece.pt date for 
fees due is considered the new receipt date for this application. 

Unless we notify you within 60 days of the above date that the application is not sufficiently complete to 
neiS a substantive review, this application will be filed under section 505(b) of the Act on September 
?9%8,t accordance with 21 CFR 314.101(a). If the application is filed, the user fee goal date wUl be 
January 31, 2009. 

T Tnder 21 CFR 314 102(c) you may request an informal conference with this Division (to be held 
approxnlll y 9 ^ da^ys romthe above receipt date) for a brief report on the status of the review but not 
onTeTml approvability of the application. Alternatively, you may choose to recerve a report by 
telephone. 

Please eite the NDA number listed above at the top of the first page of all submissions to this application. 
Send all submissions, electronic or paper, including those sent by overnight mail or courier, to the 
following address: 



Food and Drug Administration 

Center for Drug Evaluation and Research 

Division of Cardiovascular and Renal Products 



NDA 22-425 
Page 2 

590 1-B Ammendale Road 
Beltsville, MD 20705-1266 

If you have any questions, call Russell Fortney, Regulatory Health Project Manager, at (301) 

Sincerely, 

{See appended electronic signature page} 



Edward Fromm 

Chief, Project Management Staff 

Division of Cardiovascular and Renal Products 

Office of Drug Evaluation I 

Center for Drug Evaluation and Research 



Thlsinw^nta«OT of an electronic record that was signed electronically 
this page is the manifestation of the electronic signature. 

""/s/ 



Edward Fromm 
8/6/2008 12:09:28 PM 



EXHIBIT 12 



IND 48,344 History Log 



Date Sent 



13-Feb-1994 



Serial Number 



Component Category 



OTH OTHER/MISC/UNKNOWN 



17-Jun-1994 



09-Jan-1995 



OTH OTHER/MISC/UNKNOWN 



OTH OTHER/MISC/UNKNOWN 



13-Jan-1995 



OTH OTHER/MISC/UNKNOWN 



23-Mar-1995 



04-Apr-1995 



OTH OTHER/MISC/UNKNOWN 
OTH OTHER/MISC/UNKNOWN" 



24-May-1995 



MOM MINUTES OF MEETING 



24-May-1995 



OTH OTHER/MISC/UNKNOWN 



09-Jun-1995 



OTH OTHER/MISC/UNKNOWN 



30-Jun-1995 



OTH OTHER/MISC/UNKNOWN 



07-Jul-1995 



000 



INITIAL IND 



17-Jul-1995 



OTH OTHER7MISC/UNKNOWN 



20-Jul-1995 



24-Jul-1995 



OTH OTHER/MISC/UNKNOWN 



001 



OTH OTHER/MISC/UNKNOWN 



25-Jul-1995 



MOM MINUTES OF MEETING 



26-Jul-1995 



OTH OTHER/MISC/UNKNOWN 



31-Jul-1995 



oth other/misc/unknown 
~oth other/misc/unknown" 



02-Aug-1995 



03-Aug-1995 



OTH OTHER/MISC/UNKNOWN 



08-Aug-1995 



OTH OTHER/MISC/UNKNOWN 



10-Aug-1995 
22-Aug-1995 



OTH OTHER/MISC/UNKNOWN 



002 



OTH OTHER/MISC/UNKNOWN 



30-Aug-1995 



003 



OTH OTHER/MISC/UNKNOWN 



20-Sep-1995 



29-Sep-1995 



004 



OTH OTHER/MISC/UNKNOWN 
"OTH OTHER/MISC/UNKNOWN" 



25-Oct-1995 



OTH 



OTHER/MISC/UNKNOWN 
RESPONSE TO COMMENT 



26-Oct-1995 



005 



RCR 



REQUEST 



01-Nov-1995 



OTH OTHER/MISC/UNKNOWN 



27-Dec-1995 



006 



PC PROTOCOL CHANGE 



11-Jan-1996 



007 



ADR ADVERSE DRUG REACTION 



17-Jan-1996 



008 



PC PROTOCOL CHANGE 



15-May-1996 



OTH OTHER/MISC/UNKNOWN 



04-Jun-1996 



009 



ADR ADVERSE DRUG REACTION 



11-Jun-1996 



10-Jul-1996 



010 



ADR ADVERSE DRUG REACTION 



011 



PC PROTOCOL CHANGE 



06-Aug-1996 



012 



PRE PRE CLINICAL INFORMATION 



19-Aug-1996 



06-Sep-1996 
10-Sep-1996 



013 



ADR ADVERSE DRUG REACTION 



OTH OTHER/MISC/UNKNOWN 



OTH OTHER/MISC/UNKNOWN 



- 1 - 



30-Sep-1996 



11-Oct-1996 



014 



015 



RCR RESPONSE TO COMMENT 
REQUEST 



AR ANNUAL REPORT 



04-Nov-1996 



OTH OTHER/MISC./UNKNOWN 



06-Nov-1996 



OTH OTHER/MISC./UNKNOWN 



14-Nov-1996 



OTH OTHER/MISC/UNKNOWN 



18-Nov-1996 



016 



RCR RESPONSE TO COMMENT 
REQUEST 



27-Jan-1997 



30-Jan-1997 



017 



REA REQUEST EXPORT 
AUTHORIZE 



PC PROTOCOL CHANGE 



07-Feb-1997 



14-Feb-1997 



018 



GC GENERAL 
CORRESPONDENCE 



OTH OTHER/MISC/UNKNOWN 



12-Aug-1997 



019 



CMC CMC INFORMATION 



07-Oct-1997 



020 



AR ANNUAL REPORT 



24-Nov-1997 



11-Feb-1998 



OTH OTHER/MISC/UNKNOWN 



ADR ADVERSE DRUG REACTION 



25-Feb-1998 



021 



ADR ADVERSE DRUG REACTION 



03-Apr-1998 



ADR ADVERSE DRUG REACTION 



09-Apr-1998 



022 



GC GENERAL 
CORRESPONDENCE 



13-Apr-1998 



023 



ADR ADVERSE DRUG REACTION 



17-Apr-1998 



024 



GC GENERAL 
CORRESPONDENCE 



05-May-1998 



06-May-1998 



27-May-1998 



025 



OTH OTHER/MISC/UNKNOWN 



GC GENERAL 
CORRESPONDENCE 



OTH OTHER/MISC/UNKNOWN 



IO-Jul-1998 



21-Jul-1998 



026 



GC GENERAL 
CORRESPONDENCE 



OTH OTHER/MISC/UNKNOWN 



29-Jul-1998 



30-Sep-1998 



027 



GC GENERAL 
CORRESPONDENCE 



OTH OTHER/MISC/UNKNOWN 



18-Feb-1999 



OTH 



OTHER/MISC/UNKNOWN 
GENERAL 



26-Feb-1999 



028 



GC 

CORRESPONDENCE 



01-Mar-1999 



029 



AR ANNUAL REPORT 



11-MaM999 



11-Mar-1999 



030 



FSR FINAL STUDY REPORT 



OTH OTHER/MISC/UNKNOWN 



18-Mar-1999 



031 



PRE PRE CLINICAL INFORMATION 



14-Apr-1999 



032 



FSR FINAL STUDY REPORT 



19-Apr-1999 



22-Apr-1999 



OTH OTHER/MISC/UNKNOWN 



OTH OTHER/MISC/UNKNOWN 



10-May-1999 



OTH OTHER/MISC/UNKNOWN 



12-May-1999 



033 



GC GENERAL 
CORRESPONDENCE 



19-May-1999 



OTH OTHER/MISC./UNKNOWN 



02-Jun-1999 



OTH OTHER/MISC./UNKNOWN 



09-Jul-1999 



034 



FSR FINAL STUDY REPORT 
GC GENERAL 
CORRESPONDENCE 



29-Jul-1999 



035 



12-Aug-1999 



036 



GC GENERAL 
CORRESPONDENCE 



20-Aug-1999 



037 



ADR 



ADVERSE DRUG REACTION 

GC GENERAL 
CORRESPONDENCE 



01-Sep-1999 



038 



15-Sep-1999 



OTH OTHER/MISC./UNKNOWN 



01-Oct-1999 



039 



FSR FINAL STUDY REPORT 



01-Oct-1999 



040 



FSR FINAL STUDY REPORT 
ADVERSE DRUG REACTION 



29-Dec-1999 



041 



ADR 



21-Jan-2000 



09-Feb-2000 



042 



043 



PRE PRE CLINICAL INFORMATION 



FSR FINAL STUDY REPORT 



29-Feb-2000 



044 



AR ANNUAL REPORT 
ADVERSE DRUG REACTION 



06-Oct-2000 



045 



ADR 



10-Oct-2000 



19-Oct-2000 



046 



ADR ADVERSE DRUG REACTION 



ADR ADVERSE DRUG REACTION 



24-Oct-2000 



047 



ADR ADVERSE DRUG REACTION 



01-Nov-2000 



22-Nov-2000 



048 



049 



OTH OTHER/MISC./UNKNOWN 



FSR FINAL STUDY REPORT 



29-Dec-2000 



050 



ADR ADVERSE DRUG REACTION 



28-Feb-2001 



31-Aug-2001 



051 



052 



AR ANNUAL REPORT 



ADR ADVERSE DRUG REACTION 



07-Sep-2001 



053 



PRE 



PRE CLINICAL INFORMATION 
GENERAL 



09-Jan-2002 



054 



GC 

CORRESPONDENCE 



22-Feb-2002 



ADR ADVERSE DRUG REACTION 



28-Feb-2002 



01-Mar-2002 



055 



056 



AR ANNUAL REPORT 



ADR ADVERSE DRUG REACTION 



08-Apr-2002 



OTH OTHER/MISC./UNKNOWN 



10-Apr-2002 



25-Apr-2002 



057 



058 



FSR FINAL STUDY REPORT 



ADR ADVERSE DRUG REACTION 
"ADR ADVERSE DRUG REACTION 



01-May-2002 



059 



01-May-2002 



16-May-2002 



060 



061 



ADR ADVERSE DRUG REACTION 



ADR ADVERSE DRUG REACTION 



062 



ADR ADVERSE DRUG REACTION 



10-Jun-2002 


063 


ADR 


ADVERSE DRUG REACTION 


30-Jul-2002 


064 


ADR 


ADVERSE DRUG REACTION 


06-Aug-2002 


065 


ADR 


ADVERSE DRUG REACTION 


19-Aug-2002 




ADR 


ADVERSE DRUG REACTION 


27-Aug-2002 


066 


ADR 


ADVERSE DRUG REACTION 


| 06-Sep-2002 


067 


| ADR 


ADVERSE DRUG REACTION 



-3- 



11-Sep-2002 


068 


m _ _ A i-^v /1— n 0 r~ nni If DCAf'TinM 

ADR ADVERSE DRUG KfcAU I iuin 


17-Sep-2002 


069 


ADR ADVERSE DRUG KcAO \ iuin 


27-Sep-2002 


070 


*r-vn AnwdOOC nDl If Dp A f TION 

ADR ADVERSE DKUb KtAo 1 iuin 


03-Oct-2002 


071 


A An\/cncc hdi if DPAfTIONl 

ADR ADVERSE UKUG KtAU \ iuin 


09-Oct-2002 


072 


a ahv/cdcc nDI If. DPAPTiHN 

ADR ADVERSE UKUb KtAU 1 iuin 


21-Oct-2002 


073 


« _ — A /rnor r\DI 1 DCAfTlfiKI 

ADR ADVERSE DRUG KtAOl iuin 


22-Oct-2002 


074 


FSR FINAL STUUY Ktrurci 


30-Oct-2002 


075 


. _ a n\ /r~ no r- nDl if DCA f TION 

ADR ADVERSE UKUb KtAU 1 iuin 


01-Nov-2002 




A r-.r-v a r\\ /rncc nDl If- DPAPTIHN 

ADR ADVERSE UKUb Ktao 1 iuin 


06-NOV-2002 


076 


Ar^r-t An\/cocc nPI If. RPAPTION 
ADR ADVERSE UKUo KtAU 1 iuin 


06-Nov-2002 




OTH OTnEK/MloU./UiNl\iNUVviN 


07-Nov-2002 




A ah\ /cncc p\Dl 10 DPA OX! OKI 

ADR ADVERSE UKUG KfcAU 1 iuin 


12-Nov-2002 


077 


ADR ADVERSE UKUo KfcAU 1 iuin 


15-Nov-2002 


078 


. _ An\/CDCC nni If DP Af T/ION 

ADR ADVERSE UKUo KfcAU i iuin 


19-NOV-2002 


079 


ADR ADVERSE DRUG KLAU 1 iuin 


21-NOV-2002 




ADR ADVERSE UKUG KtAu i iuin 


21-Nov-2002 




. _ _ « r-x* /rncc nDl If DPAfTIOM 

ADR ADVERSE UKUG Kc.au i iuin 


26-Nov-2002 


080 


ADR ADVERSE DRUG KbAU I iuin 


13-Dec-2002 


081 


, _ a r-w /rncc nDl If DP Af TIONI 

ADR ADVERSE UKUo KtAUi iuin 


17-Dec-2002 


082 


. An\/rnCC nDl If DPAPTIHM 

ADR ADVERSE UKUG KtAU 1 iuin 


20-Dec-2002 


083 


. _ _ a r-w /mod pvDl If DPAPTIOM 

ADR ADVERSE UKUG KtAUi iuin 


24-Dec-2002 


084 


Ar^n a n\ /rncc nDl If. Dp AOTlOISl 

ADR ADVERSE UKUo keaui iuin 


24-Dec-2002 


085 


. _ _ a /mo n nDl If DCA f TION 

ADR ADVERSE DKUb KtAU i iuin 


24-Dec-2002 




* a r*\\ /mo r- nDl If DP APTinM 

ADR ADVERSE DRUG KtAU I iuin 


02-Jan-2003 


086 


. A n\ /r-nor- nDl If. DPAPTIOM 

ADR ADVERSE UKUo Kcau i iuin 


02-Jan-2003 


087 


« r-vr-i a r-w /mocr nDl If. DPAPTIONI 

ADR ADVERSE UKUo kcau i iuin 


03-Jan-2003 


088 


ADR ADVERSE UKUo Kcau i iuin 


09-Jan-2003 


089 


IB INVESTIGATOR o bKUUnur\c 


05-Feb-2003 


090 


a r^r-» ahv/cdoc noi If. DPAPTIOM 
ADR ADVERSE UKUo kcau i iuin 


10-Feb-2003 


091 


. _ a r-w /mo r- nDl If PPAPTIHM 

ADR ADVERSE DRUG KtAU \ iuin 


11-Feb-2003 


092 


ADR ADVERSE UKUo KtAU i iuin 


12-Feb-2003 




a r^r^ a n\ /mod nDl \n DPA 1 0 M 

ADR ADVERSE UKUo kcau i iuin 


13-Feb-2003 


093 


. _ _. ai-v\ /rncc nDl If DPA fT 1 0 W 

ADR ADVERSE UKUo KtAU i iuin 


28-Feb-2003 


094 


A akikii IAI DCDHRT 

AR ANNUAL RtrUK I 


18-Mar-2003 


095 


4 A r-.* /i— no n" nDl If DPAPTIPM 

ADR ADVERSE DRUo KfcAU I iuin 


24-Mar-2003 


096 


. _ _ A — ^ .f-nrvp- nDl If DCAPTiPlM 

ADR ADVERSE DRUG KEAU I iuin 


24-Mar-2003 




. _ _ A — v V /r— no r~ nDl If DP APTIHM 

ADR ADVERSE DRUG KtAO ! iuin 


28-Mar-2003 




* n n a r-v\ rrnor nDl If DPAPTIPM 

ADR ADVERSE DRUCj KfcAO I iuin 


I 31-Mar-2003 


uy / 


ADR ADVERSE DRUG REACTION 


31-Mar-2003 


098 


ADR ADVERSE DRUG REACTION 


04-Apr-2003 


099 


ADR ADVERSE DRUG REACTION 


04-Apr-2003 




ADR ADVERSE DRUG REACTION 


21-May-2003 


100 


ADR ADVERSE DRUG REACTION 
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27-May-2003 



101 



ADR ADVERSE DRUG REACTION 



02-Jun-2003 



104 



ADR ADVERSE DRUG REACTION 



06-Jun-2003 



102 



ADR ADVERSE DRUG REACTION 



26-Jun-2003 



103 



ADR ADVERSE DRUG REACTION 



15-Aug-2003 



105 



ADR ADVERSE DRUG REACTION 



25-Nov-2003 



106 



ADR ADVERSE DRUG REACTION 



23-Jan-2004 



107 



ADR ADVERSE DRUG REACTION 



27-Feb-2004 



108 



AR ANNUAL REPORT 



26-Mar-2004 



109 



ADR ADVERSE DRUG REACTION 



12-Oct-2004 



110 



ADR ADVERSE DRUG REACTION 



05-Jan-2005 



111 



ADR ADVERSE DRUG REACTION 



28-Feb-2005 



112 



AR ANNUAL REPORT 



09-May-2005 



113 



IA INFORMATION AMENDMENT 



23-Jun-2005 



ADR ADVERSE DRUG REACTION 



06-Oct-2005 



114 



ADR ADVERSE DRUG REACTION 



07-Nov-2005 



16-Nov-2005 



115 



116 



ADR ADVERSE DRUG REACTION 



ADR ADVERSE DRUG REACTION 



30-Nov-2005 



01-Dec-2005 



08-Dec-2005 



15-Dec-2005 



05-Jan-2006 



13-Jan-2006 



19-Jan-2006 



23-Jan-2006 



23-Jan-2006 
08-Feb-2006 



117 



118 



119 



120 



121 



122 



123 



124 



125 



ADR ADVERSE DRUG REACTION 



ADR ADVERSE DRUG REACTION 



ADR ADVERSE DRUG REACTION 



ADR ADVERSE DRUG REACTION 



ADR ADVERSE DRUG REACTION 



ADR ADVERSE DRUG REACTION 



ADR ADVERSE DRUG REACTION 



OTH QTHER/MISC/UNKNOWN 



OTH QTHER/MISC/UNKNOWN 



OTH QTHER/MISC/UNKNOWN 



28-Feb-2006 



126 



AR ANNUAL REPORT 



29-Mar-2006 



12-Apr-2006 



127 



128 



ADR ADVERSE DRUG REACTION 



ADR ADVERSE DRUG REACTION 



26-May-2006 



129 



ADR ADVERSE DRUG REACTION 



05-Jun-2006 



130 



ADR ADVERSE DRUG REACTION 



13-Jul-2006 



131 



ADR ADVERSE DRUG REACTION 



25-Jul-2006 



132 



ADR ADVERSE DRUG REACTION 



07-Aug-2006 



133 



ADR ADVERSE DRUG REACTION 



27-Sep-2006 



134 



ADR ADVERSE DRUG REACTION 



05-Oct-2006 



135 



ADR ADVERSE DRUG REACTION 



01-Nov-2006 



136 



ADR ADVERSE DRUG REACTION 



13-Nov-2006 



137 



ADR ADVERSE DRUG REACTION 



28-Nov-2006 



138 



ADR ADVERSE DRUG REACTION 



30-Nov-2006 



139 



ADR ADVERSE DRUG REACTION 



04-Dec-2006 



140 



ADR ADVERSE DRUG REACTION 



08-Dec-2006 



141 



ADR ADVERSE DRUG REACTION 



-5- 



18-Dec-2006 



142 



ADR ADVERSE DRUG REACTION 



21-Dec-2006 
21-Dec-2006 



143 



ADR ADVERSE DRUG REACTION 



144 



ADR ADVERSE DRUG REACTION 



28-Dec-2006 



145 



ADR ADVERSE DRUG REACTION 



02-Jan-2007 



146 



ADR ADVERSE DRUG REACTION 



22-Jan-2007 



147 



ADR ADVERSE DRUG REACTION 



22-Jan-2007 



06-Feb-2007 



148 



ADR ADVERSE DRUG REACTION 



149 



ADR ADVERSE DRUG REACTION 



08-Feb-2007 



01-Mar-2007 



150 



ADR ADVERSE DRUG REACTION 



151 



AR ANNUAL REPORT 



01-Mar-2007 



152 



ADR ADVERSE DRUG REACTION 



29-Mar-2007 



153 



ADR ADVERSE DRUG REACTION 



29-Mar-2007 



154 



ADR ADVERSE DRUG REACTION 



09-Apr-2007 



10-Apr-2007 



13-Apr-2007 



11-May-2007 



155 



ADR ADVERSE DRUG REACTION 



156 



ADR ADVERSE DRUG REACTION 



157 



ADR ADVERSE DRUG REACTION 



158 



ADR ADVERSE DRUG REACTION 



11-May-2007 



159 



ADR ADVERSE DRUG REACTION 



17-May-2007 



160 



ADR ADVERSE DRUG REACTION 



18-May-2007 



161 



ADR ADVERSE DRUG REACTION 



22-May-2007 



25-May-2007 



162 



ADR ADVERSE DRUG REACTION 



163 



ADR ADVERSE DRUG REACTION 
"ADR ADVERSE DRUG REACTION 



05-Jun-2007 



164 



25-Jun-2007 



165 



ADR ADVERSE DRUG REACTION 
"ADR ADVERSE DRUG REACTION 



27-Jul-2007 



166 



04-Sep-2007 



167 



ADR ADVERSE DRUG REACTION 



04-Sep-2007 



ADR ADVERSE DRUG REACTION 



06-Sep-2007 



18-Sep-2007 



168 



ADR ADVERSE DRUG REACTION 



169 



ADR ADVERSE DRUG REACTION 



18-Sep-2007 



ADR ADVERSE DRUG REACTION 



26-Sep-2007 



170 



ADR ADVERSE DRUG REACTION 



27-Sep-2007 



171 



ADR ADVERSE DRUG REACTION 
"ADR ADVERSE DRUG REACTION 



17-Oct-2007 



172 



20-Nov-2007 



173 



ADR ADVERSE DRUG REACTION 
ADR ADVERSE DRUG REACTION 



12-Dec-2007 



25-Jan-2008 



174 



175 



ADR ADVERSE DRUG REACTION 



15-Feb-2008 



176 



ADR ADVERSE DRUG REACTION 



19-Feb-2008 



177 



ADR ADVERSE DRUG REACTION 



27-Feb-2008 



178 



AR ANNUAL REPORT 



04-Mar-2008 



179 



ADR ADVERSE DRUG REACTION 



06-Mar-2008 



180 



ADR ADVERSE DRUG REACTION 



12-Mar-2008 



07-Apr-2008 



181 



ADR ADVERSE DRUG REACTION 



182 



ADR ADVERSE DRUG REACTION 



-6- 



18-Apr-2008 


183 


AriD Anv/FR^F DRUG REACTION 


22-Apr-2008 


184 


ahr AnVFR^E DRUG REACTION 


12-May-2008 


185 


ahd AHVFRSE DRUG REACTION 


16-May-2008 


186 


ApiR AHVFR^E DRUG REACTION 


21-May-2008 


187 


arr Anv/FR^F DRUG REACTION 


27-Jun-2008 


Ann 

188 


ahr AnVFRSF DRUG REACTION 


15-Sep-2008 


189 


ahr ADVFRSE DRUG REACTION 


24-Oct-2008 


190 


AnR ADVFRSF DRUG REACTION 


24-Oct-2008 




AnR AnVFRSF DRUG REACTION 




191 


ADR ADVERSE DRUG REACTION 


18-NOV-2008 


192 


ADR ADVERSE DRUG REACTION 


18-NOV-2008 




ADR ADVERSE DRUG REACTION 


25-NOV-2008 


193 


ADR ADVERSE DRUG REACTION 


27-Feb-2009 


194 


AR ANNUAL REPORT 



-7- 



IVD 49,484 History Log 



Date Sent 



26-Dec-1995 



Serial Number 



000 



Component Category 



INITIAL IND 



03-Jan-1996 



ROS RECEIPT OF SUBMISSION 



26-Jan-1996 



02-May-1996 



OTH OTHER/MISC/UNKNOWN 



OTH OTHER/MISC/UNKNOWN 



03-May-1996 



001 



Nl NEW INVESTIGATOR 



15-May-1996 



04-Jun-1996 



OTH OTHER/MISC/UNKNOWN 



002 



ADR ADVERSE DRUG REACTION 



11-Jun-1996 



003 



ADR ADVERSE DRUG REACTION 



08-Jul-1996 



004 



PC PROTOCOL CHANGE 



08-Aug-1996 



005 



FSR FINAL STUDY REPORT 



16-Aug-1996 



006 



NP NEW PROTOCOL 



19-Aug-1996 



007 



ADR ADVERSE DRUG REACTION 



06-Sep-1996 



OTH OTHER/MISC/UNKNOWN 



10-Sep-1996 



11-Sep-1996 



11-Sep-1996 



008 



009 



OTH OTHER/MISC/UNKNOWN 



ADR ADVERSE DRUG REACTION 



Nl NEW INVESTIGATOR 



13-Sep-1996 



010 



CMC CMC INFORMATION 



25-Sep-1996 



011 



RCR RESPONSE TO COMMENT 
REQUEST 



07-Oct-1996 



27-Jan-1997 



012 



CMC CMC INFORMATION 



REA REQUEST EXPORT 
AUTHORIZ. 



30-Jan-1997 



07-Feb-1997 



013 



014 



PC PROTOCOL CHANGE 



GC GENERAL 
CORRESPONDENCE 



14-Feb-1997 



11-Mar-1997 



OTH OTHER/MISC/UNKNOWN 



OTH OTHER/MISC/UNKNOWN 



13-Mar-1997 



015 



Nl NEW INVESTIGATOR 



26-Mar-1997 



16-Apr-1997 



016 



017 



AR ANNUAL REPORT 



Nl NEW INVESTIGATOR 



22-May-1997 



22-May-1997 



GC GENERAL 
CORRESPONDENCE 



REA REQUEST EXPORT 
AUTHORIZ, 



27-May-1997 



AEA APPROVED EXPORT 
AUTHORIZ. 



27-May-1997 



GC GENERAL 
CORRESPONDENCE 



27-May-1997 



OTH OTHER/MISC/UNKNOWN 



25-Jun-1997 



25-Jun-1997 



018 



FSR FINAL STUDY REPORT 



019 



PRE PRE CLINICAL INFORMATION 



18-Jul-1997 



020 



PRE PRE CLINICAL INFORMATION 



18-Jul-1997 



021 



FSR FINAL STUDY REPORT 
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21-Aug-1997 



022 



PRE PRE CLINICAL INFORMATION 



23-Sep-1997 



023 



PRE PRE CLINICAL INFORMATION 



31-Oct-1997 



024 



ADR ADVERSE DRUG REACTION 



06-Nov-1997 



ADR ADVERSE DRUG REACTION 



06-NOV-1997 



OTH OTHER/MISC/UNKNOWN 



12-Nov-1997 



17-Nov-1997 



24-Nov-1997 



025 



ADR ADVERSE DRUG REACTION 



026 



PC PROTOCOL CHANGE 



OTH OTHER/MISC/UNKNOWN 



25-Feb-1998 



027 



GC GENERAL 
CORRESPONDENCE 



31-Mar-1998 



028 



PRE PRE CLINICAL INFORMATION 



31-Mar-1998 



029 



FSR FINAL STUDY REPORT 



01-Apr-1998 



030 



GC GENERAL 
CORRESPONDENCE 



13-Apr-1998 



031 



GC GENERAL 
CORRESPONDENCE 



17-Apr-1998 



032 



AR ANNUAL REPORT 



05-May-1998 



05-May-1998 



033 



PRE PRE CLINICAL INFORMATION 



OTH OTHER/MISC/UNKNOWN 



27-May-1998 



OTH OTHER/MISC/UNKNOWN 



12-Jun-1998 



034 



Nl NEW INVESTIGATOR 



01-Jul-1998 



GC GENERAL 
CORRESPONDENCE 



03-Jul-1998 



10-Jul-1998 
21-Jul-1998 



ADR ADVERSE DRUG REACTION 



035 



ADR ADVERSE DRUG REACTION 



ADR ADVERSE DRUG REACTION 



21-Jul-1998 



OTH OTHER/MISC/UNKNOWN 



29-Jul-1998 



036 



ADR ADVERSE DRUG REACTION 



12-Aug-1998 



REA REQUEST EXPORT 
AUTHORIZ, 



18-Aug-1998 



037 



Nl NEW INVESTIGATOR 



25-Aug-1998 



27-Aug-1998 



AEA APPROVED EXPORT 
AUTHORIZ, 



038 



GC GENERAL 
CORRESPONDENCE 



30-Sep-1998 



18-Feb-1999 



OTH OTHER/MISC/UNKNOWN 



ADR ADVERSE DRUG REACTION 



18-Feb-1999 



OTH OTHER/MISC/UNKNOWN 



26-Feb-1999 



039 



ADR ADVERSE DRUG REACTION 



01-Mar-1999 



040 



AR ANNUAL REPORT 



03-Mar-1999 



041 



RFM REQUEST FOR MTG 



11-Mar-1999 



042 



FSR FINAL STUDY REPORT 



11-Mar-1999 



OTH OTHER/MISC/UNKNOWN 



15-Mar-1999 



15-Mar-1999 



OTH OTHER/MISC/UNKNOWN 



OTH OTHER/MISC/UNKNOWN 



18-Mar-1999 



043 



PRE PRE CLINICAL INFORMATION 



-9- 



18-Mar-1999 




OTH OTHER/MISC./UNKNOWN 


23-Mar-1999 


044 


GC obNtKAL 

CORRESPONDENCE 


23-Mar-1999 


045 


RCR RESPONSE TO COMMENT 
REQUEST 


01-Apr-1999 




OTH OTHER/MISC./UNKNOWN 


14-Apr-1999 


046 


FSR FINAL STUDY REPORT 


19-Apr-1999 




OTH OTHER/MISC./UNKNOWN 


22-Apr-1999 




OTH OTHER/MISC./UNKNOWN 


06-May-1999 




OTH OTHER/MISC./UNKNOWN 


07-May-1999 




OTH OTHER/MISC./UNKNOWN 


07-May-1999 




OTH OTHER/MISC./UNKNOWN 


10-May-1999 




OTH OTHER/MISC./UNKNOWN 


12-May-1999 


047 


PMP PRE-MEETING PACKAGE 


12-May-1999 


048 


ADR ADVERSE DRUG REACTION 


19-May-iyyy 




OTH OTHER/MISC./UNKNOWN 


r\o hm -moo 

oz-Jun-iyyy 




OTH OTHER/MISC./UNKNOWN 


04-Jun-iyyy 




MOM MINUTES OF MEETING 


A A ■ • in A C\C\C\ 

11-Jun-iyyy 




MOM MINUTES OF MEETING 


16-Jun-1999 


050 


RCR RESPONSE TO COMMENT 
REQUEST 


r\t~\ i. ,i a nnn 

09-Jui-iyyy 




FSR FINAL STUDY REPORT 


29-Jui-iyyy 


052 


ADR ADVERSE DRUG REACTION 


12-Aug-1999 


053 


NP NEW PROTOCOL 


12-Aug-1999 


054 


CMC CMC INFORMATION 


12-Aug-1999 


nrc 

0ob 


GC GENERAL 
CORRESPONDENCE 


20-Aug-1999 


056 


ADR ADVERSE DRUG REACTION 


01-Sep-1999 


057 


GO GblNtKAL 

CORRESPONDENCE 


15-Sep-1999 




GC GENERAL 
CORRESPONDENCE 


01-Oct-1999 


058 


FSR FINAL STUDY REPORT 


01-Oct-1999 


059 


FSR FINAL STUDY REPORT 


13-Oct-1999 


060 


OTH OTHER/MISC./UNKNOWN 


04-Nov-1999 




OTH OTHER/MISC./UNKNOWN 


29-Dec-1999 


061 


ADR ADVERSE DRUG REACTION 


21-Jan-2000 


062 


PRE PRE CLINICAL INFORMATION 


09-Feb-2000 


063 


FSR FINAL STUDY REPORT 


29-Feb-2000 


064 


AR ANNUAL REPORT 


04-May-2000 


065 


PRE PRE CLINICAL INFORMATION 


18-May-2000 




OTH OTHER/MISC./UNKNOWN 


23-May-2000 




OTH OTHER/MISC./UNKNOWN 


23-May-2000 




OTH OTHER/MISC./UNKNOWN 


28-Jun-2000 


066 


PC PROTOCOL CHANGE 



-10- 



31-Aug-2000 



06-Oct-2000 



067 



Nl NEW INVESTIGATOR 



068 



ADR ADVERSE DRUG REACTION 



09-Oct-2000 



069 



Nl NEW INVESTIGATOR 



10-Oct-2000 



070 



ADR ADVERSE DRUG REACTION 



19-Oct-2000 



24-Oct-2000 



ADR ADVERSE DRUG REACTION 



071 



ADR ADVERSE DRUG REACTION 



OI-Nov-2000 



072 



OTH OTHER/MISC./UNKNOWN 



22-Nov-2000 



073 



FSR FINAL STUDY REPORT 



22-NOV-2000 



074 



Nl NEW INVESTIGATOR 



29-Dec-2000 



28-Feb-2001 



075 



ADR ADVERSE DRUG REACTION 



076 



AR ANNUAL REPORT 



19-Mar-2001 



GC GENERAL 
CORRESPONDENCE 



20-Mar-2001 



21-Mar-2001 



26-Mar-2001 



077 



OTH 



rf m request for mtg 
other/misc/unknown" 



078 



PMP 



PRE-MEETING PACKAGE 
Nl NEW INVESTIGATOR 



30-Mar-2001 



079 



27-Apr-2001 



080 



MOM MINUTES OF MEETING 



29-May-2001 



MOM MINUTES OF MEETING 



29-May-2001 



12-Jun-2001 



OTH OTHER/MISC/UNKNOWN 



081 



GC GENERAL 
CORRESPONDENCE 



12-Jul-2001 



24-Jul-2001 



082 



OTH 



N l NEW INVESTIGATOR 
OTHER/MISC/UNKNOWN 



31-Aug-2001 



083 



ADR ADVERSE DRUG REACTION 
MOM MINUTES OF MEETING 



05-Sep-2001 



07-Sep-2001 



084 



PRE 



PRE CLINICAL INFORMATION 
NEW PROTOCOL 



12-Sep-2001 



14-Sep-2001 



12-Oct-2001 



085 



NP 



086 



CMC CMC INFORMATION 



OTH OTHER/MISC/UNKNOWN 
"RCR RESPONSE TO COMMENT 



16-Oct-2001 



15-NOV-2001 



16-Nov-2001 



087 



REQUEST 



088 



PC PROTOCOL CHANGE 



089 



RCR RESPONSE TO COMMENT 
REQUEST . 



21-Nov-2001 



23-Nov-2001 



090 



PC PROTOCOL CHANGE 



MOM MINUTES OF MEETING 



23-Nov-2001 



OTH OTHER/MISC/UNKNOWN 
"OTH OTHER/MISC/UNKNOWN 



23-Nov-2001 



28-NOV-2001 



RCR 



RESPONSE TO COMMENT 

REQUEST . 

OTHER/MISC/UNKNOWN 



28-Nov-2001 



OTH 



28-Nov-2001 



OTH OTHER/MISC/UNKNOWN 



20-Dec-2001 



26-Dec-2001 



091 



Nl NEW INVESTIGATOR 
"OTH OTHER/MISC/UNKNOWN 



- 11 - 



26-Dec-2001 



OTH OTHER/MISC/UNKNOWN 



09-Jan-2002 



10-Jan-2002 



092 



OTH OTHER/MISC/UNKNOWN 



093 



NP NEW PROTOCOL 



21-Jan-2002 



094 



Nl NEW INVESTIGATOR 



25-Feb-2002 



28-Feb-2002 



095 



Nl NEW INVESTIGATOR 



096 



AR ANNUAL REPORT 



28-Feb-2002 



096 



IB INVESTIGATOR'S BROCHURE 



01-Mar-2002 



097 



ADR ADVERSE DRUG REACTION 



19-Mar-2002 



098 



NP NEW PROTOCOL 



26-Mar-2002 



02-Apr-2002 



03-Apr-2002 



04-Apr-2002 



099 



Nl NEW INVESTIGATOR 



100 



OTH OTHER/MISC/UNKNOWN 



101 



FSR FINAL STUDY REPORT 



RCR RESPONSE TO COMMENT 
REQUEST 



09-Apr-2002 



102 



GC GENERAL 
CORRESPONDENCE 



11-Apr-2002 



103 



NP NEW PROTOCOL 



23-Apr-2002 



25-Apr-2002 



ADR ADVERSE DRUG REACTION 



104 



ADR ADVERSE DRUG REACTION 



25-Apr-2002 



105 



Nl NEW INVESTIGATOR 



01-May-2002 



106 



ADR ADVERSE DRUG REACTION 



01-May-2002 



107 



ADR ADVERSE DRUG REACTION 



03-May-2002 



10-May-2002 



16-May-2002 



108 



OTH OTHER/MISC/UNKNOWN 



OTH OTHER/MISC/UNKNOWN 



ADR ADVERSE DRUG REACTION 



20-May-2002 



MOM MINUTES OF MEETING 



20-May-2002 



MOM MINUTES OF MEETING 



21-May-2002 



30-May-2002 



109 



ADR ADVERSE DRUG REACTION 



ADR ADVERSE DRUG REACTION 



31-May-2002 



110 



Nl NEW INVESTIGATOR 



03-Jun-2002 



111 



RCR 



RESPONSE TO COMMENT 
REQUEST 



03-Jun-2002 



112 



RCR 



RESPONSE TO COMMENT 
REQUEST 



07-Jun-2002 



10-Jun-2002 



11-Jun-2002 



MOM MINUTES OF MEETING 



113 



ADR ADVERSE DRUG REACTION 



OTH OTHER/MISC/UNKNOWN 



26-Jun-2002 



114 



Nl NEW INVESTIGATOR 



10-Jul-2002 



115 



PC PROTOCOL CHANGE 



11-Jul-2002 



116 



RCR 



RESPONSE TO COMMENT 
REQUEST 



17-Jul-2002 



22-Jul-2002 



117 



RCR 



RESPONSE TO COMMENT 
REQUEST 



ADR ADVERSE DRUG REACTION 



23-Jul-2002 



118 



Nl NEW INVESTIGATOR 
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30-Jul-2002 



02-Aug-2002 



119 



120 



ADR ADVERSE DRUG REACTION 



ADR ADVERSE DRUG REACTION 



19-Aug-2002 



ADR ADVERSE DRUG REACTION 



27-Aug-2002 



30-Aug-2002 



121 
122 



ADR ADVERSE DRUG REACTION 



CMC CMC INFORMATION 



06-Sep-2002 



123 



ADR ADVERSE DRUG REACTION 



11-Sep-2002 



17-Sep-2002 



124 



ADR ADVERSE DRUG REACTION 



125 



ADR ADVERSE DRUG REACTION 



18-Sep-2002 



126 



Nl NEW INVESTIGATOR 



18-Sep-2002 



27-Sep-2002 



ADR ADVERSE DRUG REACTION 



127 



ADR ADVERSE DRUG REACTION 



03-Oct-2002 



128 



ADR ADVERSE DRUG REACTION 



09-Oct-2002 



21-Oct-2002 



129 



ADR ADVERSE DRUG REACTION 



130 



ADR ADVERSE DRUG REACTION 



22-Oct-2002 



131 



FSR FINAL STUDY REPORT 



30-Oct-2002 



30-Oct-2002 



132 



ADR ADVERSE DRUG REACTION 



133 



Nl NEW INVESTIGATOR 



01-Nov-2002 



ADR ADVERSE DRUG REACTION 



06-Nov-2002 



06-Nov-2002 



134 



ADR ADVERSE DRUG REACTION 



OTH OTHER/M1SC./UNKNOWN 



07-Nov-2002 



ADR ADVERSE DRUG REACTION 



12-Nov-2002 



15-NOV-2002 



135 



ADR ADVERSE DRUG REACTION 



136 



ADR ADVERSE DRUG REACTION 



19-Nov-2002 



137 



ADR ADVERSE DRUG REACTION 



21-NOV-2002 



ADR ADVERSE DRUG REACTION 



21-Nov-2002 



ADR ADVERSE DRUG REACTION 



22-Nov-2002 



OTH OTHER/MISC./UNKNOWN 



26-Nov-2002 



138 



ADR ADVERSE DRUG REACTION 



10-Dec-2002 



139 



PC PROTOCOL CHANGE 



13-Dec-2002 



140 



ADR ADVERSE DRUG REACTION 



1 7-Dec-2002 



141 



ADR ADVERSE DRUG REACTION 



20-Dec-2002 



142 



ADR ADVERSE DRUG REACTION 



20-Dec-2002 



OTH OTHER/MISC./UNKNOWN 



24-Dec-2002 



143 



ADR ADVERSE DRUG REACTION 



24-Dec-2002 



144 



ADR ADVERSE DRUG REACTION 



24-Dec-2002 



ADR ADVERSE DRUG REACTION 



02-Jan-2003 



145 



ADR ADVERSE DRUG REACTION 



02-Jan-2003 



146 



ADR ADVERSE DRUG REACTION 



03-Jan-2003 



147 



ADR ADVERSE DRUG REACTION 



07-Jan-2003 



148 



IB INVESTIGATOR'S BROCHURE 



13-Jan-2003 



149 



OTH OTHER/MISC./UNKNOWN 



27-Jan-2003 



27-Jan-2003 



150 



ADR ADVERSE DRUG REACTION 



151 



OTH OTHER/MISC./UNKNOWN 
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30-Jan-2003 



05-Feb-2003 



NSI NEW SUB-INVESTIGATOR 
ADR ADVERSE DRUG REACTION" 



05-Feb-2003 



RFM REQUEST FOR MTG 



07-Feb-2003 



OTH OTHER/MISC/UNKNOWN 



10-Feb-2003 



ADR ADVERSE DRUG REACTION 
~ADR ADVERSE DRUG REACTION" 



12-Feb-2003 



13-Feb-2003 



ADR ADVERSE DRUG REACTION 



13-Feb-2003 



RFM REQUEST FOR MTG 



28-Feb-2003 



AR ANNUAL REPORT 



06-Mar-2003 



PC PROTOCOL CHANGE 



11-Mar-2003 



Nl NEW INVESTIGATOR 



12-Mar-2003 



12-Mar-2003 



RFM REQUEST FOR MTG 



RFM REQUEST FOR MTG 



18-Mar-2003 



FS R FINAL STUDY REPORT 
ADVERSE DRUG REACTION 



18- Mar-2003 

19- Mar-2003 



24-Mar-2003 



ADR 



OTH OTHER/MISC/UNKNOWN 
ADVERSE DRUG REACTION 



ADR 



24-Mar-2003 



28-Mar-2003 



ADR ADVERSE DRUG REACTION 
"ADR ADVERSE DRUG REACTION" 



31-Mar-2003 



ADR ADVERSE DRUG REACTION 



31-Mar-2003 



ADR ADVERSE DRUG REACTION 



ADR ADVERSE DRUG REACTION 



ADR ADVERSE DRUG REACTION 



RFM REQUEST FOR MTG 



OTH OTHER/MISC/UNKNOWN 
FSR FINAL STUDY REPORT 



OTH OTHER/MISC/UNKNOWN 



22-May-2003 



ADR 



Nl NEW INVESTIGATOR 
ADVERSE DRUG REACTION 



ADR 



M OM MINUTES OF MEETING 
ADVERSE DRUG REACTION 



GC GENERAL 
CORRESPONDENCE 



06-Jun-2003 
11-Jun-2003 



ADR ADVERSE DRUG REACTION 
FSR FINAL STUDY REPORT 



25-Jun-2003 



Nl NEW INVESTIGATOR 



26-Jun-2003 



02-Jul-2003 



ADR ADVERSE DRUG REACTION 



ADR ADVERSE DRUG REACTION 



ADR ADVERSE DRUG REACTION 



NSI NEW SUB-INVESTIGATOR 



FSR FINAL STUDY REPORT 



OTH OTHER/MISC/UNKNOWN 



PRE PRE CLINICAL INFORMATION 



- 14- 



21-Nov-2003 


183 


PRE PRE CLINICAL INFORMATION 


25-Nov-2003 


184 


ADR ADVERSE DRUG REACTION 


23-Dec-2003 


185 


FSR FINAL STUDY REPORT 


23-Jan-2004 


186 


ADR ADVERSE DRUG REACTION 


10-Feb-2004 


187 


NSI NEW SUB-INVESTIGATOR 


27-Feb-2004 


188 


AR ANNUAL REPORT 


04-Mar-2004 


189 


PRE PRE CLINICAL INFORMATION 


25-Mar-2004 


190 


CMC CMC INFORMATION 


26-Mar-2004 


191 


ADR ADVERSE DRUG REACTION 


14-May-2004 


192 


RFM REQUEST FOR MTG 


17-May-2004 


193 


NSI NEW SUB-INVESTIGATOR 


1 7-Ma\/-9nn4 
I f -ividy tuut 




CMC CMC INFORMATION 


I f -may ~£.\J\j*t 




OTH OTHER/MISC./UNKNOWN 


1A Msa\/-90n4 
1 O-IVlay tUut 




OTH OTHER/MISC./UNKNOWN 


i y-iviay-^vju*+ 




OTH OTHER/MISC./UNKNOWN 


20-May-2004 


194 


RCR RESPONSE TO COMMENT 
REQUEST 


20-May-2004 




OTH OTHER/MISC./UNKNOWN 


15-Jun-2004 


195 


PMP PRE-MEETING PACKAGE 


23-Jun-2004 


196 


FSR FINAL STUDY REPORT 


01-Jul-2004 


197 


NP NEW PROTOCOL 


29-Jul-2004 




OTH OTHER/MISC./UNKNOWN 


12-Aug-2004 




MOM MINUTES OF MEETING 


12-Oct-2004 


198 


ADR ADVERSE DRUG REACTION 


14-Oct-2004 


199 


RFM REQUEST FOR MTG 






RFM REQUEST FOR MTG 


9fi nrt-9D04 




OTH OTHER/MISC./UNKNOWN 


9fi nrt-9nn4 




RFM REQUEST FOR MTG 




200 


NP NEW PROTOCOL 


09-Nov-2004 


201 


GC GENERAL 
CORRESPONDENCE 


19-Nov-2004 




OTH OTHER/MISC./UNKNOWN 


30-Nov-2004 




OTH OTHER/MISC./UNKNOWN 


08-Dec-2004 


202 


PMP PRE-MEETING PACKAGE 


13-Dec-2004 


203 


Nl NEW INVESTIGATOR 


13-Dec-2004 




OTH OTHER/MISC./UNKNOWN 


13-Dec-2004 




OTH OTHER/MISC./UNKNOWN 


16-Dec-2004 




APL APPROVAL LETTER 


16-Dec-2004 




OTH OTHER/MISC./UNKNOWN 


16-Dec-2004 




atm nTMFR/MI^C /UNKNOWN 


20-Dec-2004 




OTH OTHER/MISC./UNKNOWN 


20-Dec-2004 




OTH OTHER/MISC./UNKNOWN 


05-Jan-2005 


204 


ADR ADVERSE DRUG REACTION 


05-Jan-2005 


205 


MOM MINUTES OF MEETING 



- 15- 



24-Jan-2005 




OTH OTHER/MISC./UNKNOWN 


04-Feb-2005 




OTH OTHER/MISC /UNKNOWN 1 


07-Feb-2005 




OTH OTHER/MISC./UNKNOWN 


24-Feb-2005 


206 


CMC CMC INFORMATION 


28-Feb-2005 


207 


AR ANNUAL REPORT 


09-Mar-2005 


208 


PED PEDIATRIC INFORMATION 



09-Mar-2005 



209 



OTH 



09-Mar-2005 



10-Mar-2005 



11-Mar-2005 



210 



211 



OTH 



RF M REQUEST FOR MTG 

other/misc/unknown" 



OTH OTHER/MISC./UNKNOWN 
~OTH OTHER/MISC/UNKNOWN 



21-Mar-2005 



21-Mar-2005 



OTH OTHER/MISC/UNKNOWN 
"PED PEDIATRIC INFORMATION" 



21-Mar-2005 



29-Mar-2005 



OTH OTHER/MISC/UNKNOWN 
"OTH OTHER/MISC/UNKNOWN 



01-Apr-2005 



01-Apr-2005 



PED PEDIATRIC INFORMATION 
~OTH OTHER/MISC/UNKNOWN ~ 



05-Apr-2005 



25-Apr-2005 



09-May-2005 



212 



213 



NP NEW PROTOCOL 



IB 



INVESTIGATOR'S BROCHURE 
GC GENERAL 
CORRESPONDENCE 



23-May-2005 
23-May-2005 



RFC 



RE QUEST FOR COMMENTS 
CMC INFORMATION 



23-Jun-2005 



214 



CMC 



06-Jul-2005 



14-Jul-2005 



ROS RECEIPT OF SUBMISSION 



IB INVESTIGATOR'S BROCHURE 



14-Jul-2005 



OTH OTHER/MISC/UNKNOWN 
~OTH OTHER/MISC/UNKNOWN" 



27-Jul-2005 



29-Jul-2005 
01-Aug-2005 



01-Aug-2005 



10-Aug-2005 



215 



216 



OTH OTHER/MISC/UNKNOWN 



OTH 



N l NEW INVESTIGATOR 
OTHER/MISC/UNKNOWN 



PC PROTOCOL CHANGE 
"?SR FINAL STUDY REPORT 



06-Sep-2005 



217 



07-Sep-2005 



218 



Nl NEW INVESTIGATOR 



06-Oct-2005 



11-Oct-2005 



219 



ADR ADVERSE DRUG REACTION 



IAP INITIAL APPLICATION 
INVESTIGATOR'S BROCHURE 



12-Oct-2005 



IB 



220 



ADR ADVERSE DRUG REACTION 



| 16-Nov-2005 


221 


Nl NEW INVESTIGATOR 


16-Nov-2005 


222 


ADR ADVERSE DRUG REACTION 


18-Nov-2005 I 


223 


PC PROTOCOL CHANGE 


30-Nov-2005 


224 


ADR ADVERSE DRUG REACTION 


| 01-Dec-2005 


225 


ADR ADVERSE DRUG REACTION 


I 06-Dec-2005 | 


226 


CMC CMC INFORMATION 



- 16- 



08-Dec-2005 



08-Dec-2005 



13-Dec-2005 



227 



ADR ADVERSE DRUG REACTION 



ADR ADVERSE DRUG REACTION 



OTH OTHER/MISC./UNKNOWN 



1 5-Dec-2005 



16-Dec-2005 



228 



ADR ADVERSE DRUG REACTION 



229 



CMC CMC INFORMATION 



19-Dec-2005 



230 



Nl NEW INVESTIGATOR 



05-Jan-2006 



231 



ADR ADVERSE DRUG REACTION 



13-Jan-2006 



232 



ADR ADVERSE DRUG REACTION 



19-Jan-2006 



233 



ADR ADVERSE DRUG REACTION 



23-Jan-2006 



234 



OTH OTHER/MISC./UNKNOWN 



23-Jan-2006 



235 



OTH OTHER/MISC/UNKNOWN 



07-Feb-2006 



236 



Nl NEW INVESTIGATOR 



08-Feb-2006 



OTH OTHER/MISC/UNKNOWN 



28-Feb-2006 



237 



AR ANNUAL REPORT 



15-Mar-2006 



238 



PC PROTOCOL CHANGE 



28-Mar-2006 



239 



ADR ADVERSE DRUG REACTION 



28-Mar-2006 



239 



Nl NEW INVESTIGATOR 



29-Mar-2006 



240 



ADR ADVERSE DRUG REACTION 



12-Apr-2006 



241 



ADR ADVERSE DRUG REACTION 



09-May-2006 



242 



Nl NEW INVESTIGATOR 



26-May-2006 



243 



ADR ADVERSE DRUG REACTION 



05-Jun-2006 



12-Jun-2006 



244 



ADR ADVERSE DRUG REACTION 



245 



Nl NEW INVESTIGATOR 



13-Jul-2006 



13-JUI-2006 



25-Jul-2006 



07-Aug-2006 



246 



Nl NEW INVESTIGATOR 



247 



ADR ADVERSE DRUG REACTION 



248 



ADR ADVERSE DRUG REACTION 



249 



ADR ADVERSE DRUG REACTION 



07-Aug-2006 



23-Aug-2006 



29-Aug-2006 



21-Sep-2006 



250 



Nl NEW INVESTIGATOR 



251 



Nl NEW INVESTIGATOR 



252 



PC PROTOCOL CHANGE 



253 



RCR RESPONSE TO COMMENT 
REQUEST 



25-Sep-2006 



254 



Nl NEW INVESTIGATOR 



27-Sep-2006 



255 



ADR ADVERSE DRUG REACTION 



05-Oct-2006 



256 



ADR ADVERSE DRUG REACTION 



24-Oct-2006 



257 



OTH OTHER/MISC/UNKNOWN 



25-Oct-2006 



258 



Nl NEW INVESTIGATOR 



01-Nov-2006 



259 



ADR ADVERSE DRUG REACTION 



13-Nov-2006 



260 



ADR ADVERSE DRUG REACTION 



15-Nov-2006 



261 



FSR FINAL STUDY REPORT 



28-NOV-2006 



30-Nov-2006 



04-Dec-2006 



262 



ADR ADVERSE DRUG REACTION 



263 



ADR ADVERSE DRUG REACTION 



264 



ADR ADVERSE DRUG REACTION 



-17- 



08-Dec-2006 


265 


ADR ADVERSE DRUG REAC 1 IUN 


13-Dec-2006 


266 


Nl NEW INVESTIGAI UK 


18-Dec-2006 


267 


ADR ADVERSE DRUG KbAU 1 iuin 


19-Dec-2006 




_ _. . s-v-v-i ■ i— n /* m i o /"* /I IMl/MPl\A/M 

OTH OTHER/MISCVUNKNUVVN 


21-Dec-2006 


268 


ADR ADVERSE DRUG REAO 1 IUN 


21-Dec-2006 


269 


ADR ADVERSE DRUG KbAU i iun 


28-Dec-2006 


270 


ADR ADVERSE DRUG RbAC l IUN 


02-Jan-2007 


271 


ADR ADVERSE DRUG REAL, 1 IUN 


22-Jan-2007 


272 


ADR ADVERSE DRUG REAC 1 IUN 


22-Jan-2007 


273 


ADR ADVERSE DRUG RbAC 1 IUN 


23-Jan-2007 


274 


PC PROTOCOL CHANGb 


23-Jan-2007 




OTH OTHER/MISC./UNKNUWN 


06-Feb-2007 


275 


ADR ADVERSE DRUG RbAC 1 IUN 


08-Feb-2007 


276 


ADR ADVERSE DRUG RbAOl IUN 


09-Feb-2007 


277 


OTH OTHER/MISCVUNKNUVVN 


09-Feb-2007 


278 


NP NEW PROTOCOL 


09~Feb-2007 


279 


IB INVESTIGATOR S BROCHURb 


20-Feb-2007 




ADR ADVERSE DRUG REAO 1 IUN 


23-Feb-2007 


280 


PC PROTOCOL CHANGb 


27-Feb-2007 




OTH OTHER/MISC./UNKNUWN 


ni-Mar-?007 

VJ I "I Vial twu i 


281 


AR ANNUAL REPORT 


ni-Mar-?007 

U I "IVICll C\f\f I 


282 


ADR ADVERSE DRUG REACTION 






OTH OTHER/MISC./UNKNOWN 






OTH OTHER/MISC./UNKNOWN 


26-Mar-2007 


283 


" RCR RESPONSE TO COMMENT 
REQUEST 


28-Mar-2007 




ADR ADVERSE DRUG RbAU 1 IUN 


28-Mar-2007 




OTH OTHER/MISC./UNKNUWN 


29-Mar-2007 


284 


. It —t-\rsr— nni l/^ nc A^TI^KI 

ADR ADVERSE DRUG REAC 1 IUN 


29-Mar-2007 


285 


ADR ADVERSE DRUG REACT IUN 


09-Apr-2007 


286 


, _ « .J— nr>r~ r\ni 10 DC A /^TIOKI 

ADR ADVERSE DRUG KbAU 1 IUN 


10-Apr-2007 


287 


ADR ADVERSE DRUG REAC 1 IUN 


13-Apr-2007 


288 


ADR ADVERSE DRUG REAC 1 IUN 


13-Apr-2007 




OTH OTHER/MISC./UNKNUWN 


01-May-2007 


289 


CMC CMC INFORMATION 


11-May-2007 


290 


ADR ADVERSE DRUG REAC 1 IUN 


11-May-2007 


291 


ADR ADVERSE DRUG REAC 1 IUN 


14-May-2007 




ADR ADVERSE DRUG REACT IUN 


17-May-2007 




ADR ADVERSE DRUG REACTION 


18-May-2007 


293 


ADR ADVERSE DRUG REACTION 


22-May-2007 


294 


ADR ADVERSE DRUG REACTION 


25-May-2007 


295 


ADR ADVERSE DRUG REACTION 


05-Jun-2007 


296 


ADR ADVERSE DRUG REACTION 



- 18- 



20-Jun-2007 



297 



Nl NEW INVESTIGATOR 



25-Jun-2007 
27-Jul-2007 



298 



ADR ADVERSE DRUG REACTION 



299 



ADR ADVERSE DRUG REACTION 



300 



Nl NEW INVESTIGATOR 



301 



Nl NEW INVESTIGATOR 



302 



ADR ADVERSE DRUG REACTION 



ADR ADVERSE DRUG REACTION 



303 



ADR ADVERSE DRUG REACTION 



304 



Nl 



NEW INVESTIGATOR 



305 



ADR ADVERSE DRUG REACTION 



ADR ADVERSE DRUG REACTION 



306 



ADR ADVERSE DRUG REACTION 



307 



ADR ADVERSE DRUG REACTION 



04-Oct-2007 



17-Oct-2007 



308 



Nl NEW INVESTIGATOR 



309 



Nl NEW INVESTIGATOR 



17-Oct-2007 



14-Nov-2007 



310 



ADR ADVERSE DRUG REACTION 



311 



Nl NEW INVESTIGATOR 



20-Nov-2007 



312 



ADR ADVERSE DRUG REACTION 



12-Dec-2007 



313 



ADR ADVERSE DRUG REACTION 



19-Dec-2007 



314 



Nl NEW INVESTIGATOR 



02-Jan-2008 



18-Jan-2008 



315 



OTH 



316 



OTHER/MISC./UNKNOWN 
Nl NEW INVESTIGATOR ~ 



25-Jan-2008 



15-Feb-2008 



19-Feb-2008 



317 



ADR ADVERSE DRUG REACTION 



318 



ADR ADVERSE DRUG REACTION 



319 



ADR ADVERSE DRUG REACTION 



20-Feb-2008 



320 



Nl NEW INVESTIGATOR 



27-Feb-2008 



321 



AR ANNUAL REPORT 



04-Mar-2008 



06-Mar-2008 
11-Mar-2008 



322 



323 
324 



ADR ADVERSE DRUG REACTION 
ADR ADVERSE DRUG REACTION 



RFM REQUEST FOR MTG 



12-Mar-2008 



325 



ADR ADVERSE DRUG REACTION 



326 



Nl NEW INVESTIGATOR 



327 



ADR ADVERSE DRUG REACTION 



328 



ADR ADVERSE DRUG REACTION 



07-May-2008 



329 



ADR ADVERSE DRUG REACTION 



330 



NSI NEW SUB-INVESTIGATOR 



331 



GC GENERAL 
CORRESPONDENCE 



12-May-2008 



332 



ADR ADVERSE DRUG REACTION 



21-May-2008 



333 



ADR ADVERSE DRUG REACTION 



334 



ADR 



ADVERSE DRUG REACTION 
GENERAL 



06-Jun-2008 



17-Jun-2008 



335 



336 



GC 

CORRESPONDENCE 
~N| NEW INVESTIGATOR 



- 19- 



27-Jun-2008 


337 


ADR ADVERSE DRUG REACTION 


16-Jul-2008 


338 


Nl NEW INVESTIGATOR 


13-Aug-2008 


339 


Nl NEW INVESTIGATOR 


03-Sep-2008 


340 


OTH OTHER/MISC./UNKNOWN 


15-Sep-2008 


341 


ADR ADVERSE DRUG REACTION 


17-Sep-2008 


342 


Nl NEW INVESTIGATOR 


24-Oct-2008 


343 


ADR ADVERSE DRUG REACTION 


24-Oct-2008 




ADR ADVERSE DRUG REACTION 


03-Nov-2008 


344 ' 


Nl NEW INVESTIGATOR 


12-Nov-2008 


345 


ADR ADVERSE DRUG REACTION 


18-Nov-2008 


346 


ADR ADVERSE DRUG REACTION 


20-Nov-2008 


347 


IB INVESTIGATOR'S BROCHURE 


25-Nov-2008 


348 


ADR ADVERSE DRUG REACTION 


05-Jan-2009 


349 


OTH OTHER/MISC./UNKNOWN 


27-Jan-2009 


350 


Nl NEW INVESTIGATOR 


06-Feb-2009 


351 


NP NEW PROTOCOL 


17-Feb-2009 


352 


OTH OTHER/MISC./UNKNOWN 


20-Feb-2009 


353 


CMC CMC INFORMATION 


27-Feb-2009 


354 


AR ANNUAL REPORT 


19-May-2009 


355 


NSI NEW SUB-INVESTIGATOR 


25-Jun-2009 


356 


OTH OTHER/MISC./UNKNOWN 



-20- 



EXHIBIT 13 

NDA 21-913 History Log 



Date Sent 


Component Category 


Amend/Supplement | 


29-Mar-2005 


PED PEDIATRIC 
INFORMATION 




10-Jun-2005 


OAP ORIG. APPLICAT. 
N DA/AND 


000 


10-Jun-2005 


CMC CMC INFORMATION 




06-Jul-2005 


ROS RECEIPT OF 
SUBMISSION 




13-Jul-2005 


OTH 

OTHER/MISC /UNKNOWN 

\J 1 1 1 1_ 1 x/ IVI 1 Wvif w 1 ^1 1 XI 'I n-/ » » I 1 




13-Jul-2005 


OTH 

OTHFR/MISC /UNKNOWN 




14-Jul-2005 


OTH 

OTHER/MISC /UNKNOWN 




19-Jul-2005 


ROS RECEIPT OF 
SUBMISSION 




19-Jul-2005 


GC GENERAL 
CORRESPONDENCE 




22-JUI-2005 


RCR RESPONSE TO 
COMMENT REQUEST 


001 


27-JUI-2005 


OTH 

DTHFR/MISC /UNKNOWN 




29-Jul-2005 


OTH 

OTHER/MISC /UNKNOWN 




01-Aug-2005 


OTH 

OTHFR/MISC /UNKNOWN 




05-Aug-2005 


RCR RESPONSE TO 
COMMENT REQUEST 


002 


09-Aug-2005 


RFC REQUEST FOR 
COMMENTS 




09-Aug-2005 


CMC CMC INFORMATION 


003 


10-Aug-2005 


OTH 

OTHER/MISC./UNKNOWN 




10-Aug-2005 


OTH 

OTHER/MISC./UNKNOWN 




17-Aug-2005 


RCR RESPONSE TO 
COMMENT REQUEST 


004 


22-Aug-2005 


OTH 

OTHER/MISC./UNKNOWN 





23-Aug-2005 


GC GENERAL 
CORRESPONDENCE 




23-Aug-2005 


GC GENERAL 
CORRESPONDENCE 




31-Aug-2005 


DMF DRUG MASTER FILE 




04-Oct-2005 


LB LABELING 


005 


11-Oct-2005 


SU SAFETY UPDATE 




11-Oct-2005 


SU SAFETY UPDATE 


006 


14-Oct-2005 


OTH 

OTHER/MISC./UNKNOWN 




18-Oct-2005 


OTH 

OTHER/MISC./UNKNOWN 




21-Oct-2005 


OTH 

OTHER/MISC./UNKNOWN 




21-Oct-2005 


OTH 

OTHER/MISC./UNKNOWN 




18-Nov-2005 


PMP PRE-MEETING 
PACKAGE 




05-Dec-2005 


OTH 

OTHER/MISC./UNKNOWN 




05-Dec-2005 


RCR RESPONSE TO 
COMMENT REQUEST 


007 


06-Dec-2005 


CMC CMC INFORMATION 


008 


08-Dec-2005 


OTH 

OTHER/MISC./UNKNOWN 




15-Dec-2005 


OTH 

OTHER/MISC./UNKNOWN 




15-Dec-2005 


OTH 

OTHER/MISC./UNKNOWN 




15-Dec-2005 


OTH 

OTHER/MISC./UNKNOWN 




22-Dec-2005 


RCR RESPONSE TO 
COMMENT REQUEST 


009 


03-Jan-2006 


OTH 

OTHER/MISC./UNKNOWN 


010 


26-Jan-2006 


OTH 

OTHER/MISC./UNKNOWN 


011 


26-Jan-2006 


OTH 

OTHER/MISC./UNKNOWN 


012 



15-Feb-2006 


OTH 

OTHER/MISC /UNKNOWN 




16-Feb-2006 


RCR RESPONSE TO 
COMMENT REQUEST 


013 


27-Feb-2006 


RCR RESPONSE TO 
COMMENT REQUEST 


014 


06-Mar-2006 


RCR RESPONSE TO 
COMMENT REQUEST 


015 


08-Mar-2006 


RCR RESPONSE TO 
COMMENT REQUEST 


016 


20-Mar-2006 


OTH 

OTHER/MISC /UNKNOWN 




21-Mar-2006 


OTH 

OTHER/MISC./UNKNOWN 




03-May-2006 


OTH 

OTHER/MISC /UNKNOWN 

\^ 111 L*# 1 XJ 1 V 1 1 X^ * f XW 1 ll M ¥ ¥ ¥ 1 ¥ 




22-May-2006 


OTH 

OTHER/MISC /UNKNOWN 

\^ III ^* f V 1 V f 1 V*/ * f 1 ^ ■ X ■ ¥ ¥ ¥ ■ ^¥ 




01-Jun-2006 


OTH 

OTHER/MISC /UNKNOWN 




19-Jun-2006 


OTH 

OTHER/MISC /UNKNOWN 




29-Jun-2006 


OTH 

OTHER/MISC /UNKNOWN 

111 1— I \| | V 1 1 * 1 ■ ¥ ■ " ¥ • » ' ' 




19-Jul-2006 


OTH 

OTHER/MISC /UNKNOWN 

III 1 X/ IVI 1 wf 1 ¥ ■ * ■ ¥ ¥ ¥ ■ ¥J 




29-Aug-2006 


OTH 

OTHER/MISC /UNKNOWN 

III L_ | X/ I V 1 1 * / X^ 1 ^ ■ ¥ ¥ w i * 




05-Sep-2006 


GC GENERAL 
CORRESPONDENCE 


017 


13-Apr-2007 


OTH 

OTHER/MISC./UNKNOWN 




18-May-2007 


OTH 

OTHER/MISC./UNKNOWN 




23-Jan-2008 


LB LABELING 




31-Jan-2008 


OTH 

OTHER/MISC /UNKNOWN 




06-Feb-2008 


RFM REQUEST FOR MTG 




12-Feb-2008 


OTH 

OTHER/MISC./UNKNOWN 




15-Feb-2008 


OTH 

OTHER/MISC./UNKNOWN 





26-Feb-2008 


PMP PRE-MEETING 
PACKAGE 




31-Mar-2008 


OTH 

OTHFR/MISC /UNKNOWN 




07-Apr-2008 


OTH 

OTHER/MISC /UNKNOWN 




08-Apr-2008 


OTH 

OTHFR/MISC /UNKNOWN 




10-Apr-2008 


OTH 

OTHER/MISC /UNKNOWN 




12-May-2008 


OTH 

OTHER/MISC /UNKNOWN 




27-Jun-2008 


RCR RESPONSE TO 
PDMMFNT RFOUEST 

V_/V^ IVll VI L_l N 1 r\L_Vj(Ul-v^ l 




27-Jun-2008 


OTH 

OTHFR/MISC /UNKNOWN 




27-Jun-2008 


OTH 

OTHFR/MISC /UNKNOWN 




14-Jul-2008 


RCR RESPONSE TO 
PQMMFNT REQUEST 

V>V^/IVI IVI! IN 1 1 xI_Vj<\-/ L-w I 




21-Jul-2008 


RCR RESPONSE TO 
mMMFNT REQUEST 

\^V_/IVI IVI l_ 1 N 1 1 \l— Vjc \-/ 1 — <J 1 




23-Jul-2008 


RFC REQUEST FOR 
COMMENTS 

O V^/ IVI 1 VI L_ 1 >• 1 




25-Jul-2008 


OTH 

OTHFR/MISC /UNKNOWN 




28-Jul-2008 


OTH 

OTHFR/MISC /UNKNOWN 




29-Jul-2008 


OTH 

OTHER/MISC /UNKNOWN 




30-Jul-2008 


MOM MINUTES OF 
MEETING 

IVI l_ l_ 1 1 1 N \— » 




30-Jul-2008 


OTH 

OTHER/MISC./UNKNOWN 




31-Jul-2008 


OTH 

OTHER/MISC./UNKNOWN 




06-Aug-2008 


ROS RECEIPT OF 
SUBMISSION 





NDA 22-425 History Log 



Date Sent 


Component Category 


Amend/Supplement | 


31-Jul-2008 


/\ An /^nir 1 A DDI IP AT 

OAP ORIC3. ArrLIOAl . 
N DA/AND 


000 


06-Aug-2008 


ROS REOblrl Ur 
SUBMISSION 




06-Aug-2008 


OTH 

OTHER/MISC./UNKNOWN 




06-Aug-2008 


UF USER FEE 




12-Aug-2008 


PRE PRE CLINICAL 
INFORMATION 




13-Aug-2008 


RCR RESPONSE TO 
COMMENT REQUEST 


001 


13-Aug-2008 


RCR RESPONSE TO 
COMMENT REQUEST 




14-Aug-2008 


PRE PRE CLINICAL 
INFORMATION 




15-Aug-2008 


RCR RESPONSE TO 
COMMENT REQUEST 




15-Aug-2008 


RFC REQUEST FOR 
COMMENTS 




19-Aug-2008 


PED PEDIA 1 KIO 
INFORMATION 




20-Aug-2008 


OTH 

OTHER/MISC./UNKNOWN 




25-Aug-2008 


GCL GENERAL CLINICAL 




28-Aug-2008 


OTH 

OTHER/MISC./UNKNOWN 




29-Aug-2008 


OTH 

OTHER/MISC./UNKNOWN 




11-Sep-2008 


RCR RESPONSE TO 
COMMENT REQUEST 




11-Sep-2008 


OTH 

OTHER/MISC./UNKNOWN 




24-Sep-2008 


OTH 

OTHER/MISC./UNKNOWN 




29-Sep-2008 


OTH 

OTHER/MISC./UNKNOWN 





29-Sep-2008 


OTH 

OTHER/MISC./UNKNOWN 




02-Oct-2008 


RFM REQUEST FOR MTG 




03-Oct-2008 


OTH 

OTHER/MISC./UNKNOWN 




03-Oct-2008 


OTH 

OTHER/MISC./UNKNOWN 




03-Oct-2008 


RFM REQUEST FOR MTG 




06-Oct-2008 


OTH 

OTHER/MISC./UNKNOWN 




06-Oct-2008 


RFM REQUEST FOR MTG 




08-Oct-2008 


OTH 

OTHER/MISC./UNKNOWN 




08-Oct-2008 


OTH 

OTHER/MISC./UNKNOWN 




09-Oct-2008 


OTH 

OTHER/MISC./UNKNOWN 




09-Oct-2008 


RFC REQUEST FOR 
COMMENTS 




09-Oct-2008 


RFC REQUEST FOR 
COMMENTS 




14-Oct-2008 


OTH 

OTHER/MISC./UNKNOWN 




14-Oct-2008 


OTH 

OTHER/MISC./UNKNOWN 




15-Oct-2008 


OTH 

OTHER/MISC./UNKNOWN 




16-Oct-2008 


OTH 

OTHER/MISC./UNKNOWN 




17-Oct-2008 


RCR RESPONSE TO 
COMMENT REQUEST 




21-Oct-2008 


RFC REQUEST FOR 
COMMENTS 




27-Oct-2008 


RFM REQUEST FOR MTG 




27-Oct-2008 


GC GENERAL 
CORRESPONDENCE 




27-Oct-2008 


OTH 

OTHER/M ISC ./UNKNOWN 




27-Oct-2008 


OTH 

OTHER/MISC./UNKNOWN 





31-Oct-2008 


RCR RESPONSE TO 
COMMENT REQUEST 




03-Nov-2008 


PED PEDIATRIC 
INFORMATION 




04-Nov-2008 


RFC REQUEST FOR 
COMMENTS 




05-NOV-2008 


OTH 

OTHER/MISC./UNKNOWN 




07-Nov-2008 


RFC REQUEST FOR 
COMMENTS 




10-Nov-2008 


RCR RESPONSE TO 
COMMENT REQUEST 




11-Nov-2008 


RCR RESPONSE TO 
COMMENT REQUEST 




14-Nov-2008 


RCR RESPONSE TO 
COMMENT REQUEST 




17-Nov-2008 


OTH 

OTHER/MISC./UNKNOWN 




19-Nov-2008 


RFC REQUEST FOR 
COMMENTS 




19-Nov-2008 


RFM REQUEST FOR MTG 




20-Nov-2008 


SU SAFETY UPDATE 




24-Nov-2008 


OTH 

OTHER/MISC /UNKNOWN 




02-Dec-2008 


RCR RESPONSE TO 
COMMENT REQUEST 




03-Dec-2008 


RCR RESPONSE TO 
COMMENT REQUEST 




08-Dec-2008 


RFC REQUEST FOR 
COMMENTS 




10-Dec-2008 


RFM REQUEST FOR MTG 




17-Dec-2008 


RCR RESPONSE TO 
COMMENT REQUEST 




18-Dec-2008 


UF USER FEE 




19-Dec-2008 


RCR RESPONSE TO 
COMMENT REQUEST 




24-Dec-2008 


RCR RESPONSE TO 
COMMENT REQUEST 




29-Dec-2008 


OTH 

OTHER/MISC./UNKNOWN 





02-Jan-2009 


OTH 

OTHER/MISC./UNKNOWN 




08-Jan-2009 


RFC REQUEST FOR 
COMMENTS 




13-Jan-2009 


RFC REQUEST FOR 
COMMENTS 




14-Jan-2009 


OTH 

OTHER/MISC./UNKNOWN 




16-Jan-2009 


OTH 

OTHER/MISC./UNKNOWN 




21-Jan-2009 


RFC REQUEST FOR 
COMMENTS 




22-Jan-2009 


OTH 

OTHER/MISC./UNKNOWN 




22-Jan-2009 


LB LABELING 




22-Jan-2009 


OTH 

OTHER/MISC./UNKNOWN 




27-Jan-2009 


OTH 

OTHER/MISC./UNKNOWN 




27-Jan-2009 


RCR RESPONSE TO 
COMMENT REQUEST 




28-Jan-2009 


MOM MINUTES OF 
MEETING 




28-Jan-2009 


OTH 

OTHER/MISC./UNKNOWN 




28-Jan-2009 


RCR RESPONSE TO 
COMMENT REQUEST 




29-Jan-2009 


RCR RESPONSE TO 
COMMENT REQUEST 




30-Jan-2009 


MOM MINUTES OF 
MEETING 




30-Jan-2009 


OTH 

OTHER/MISC./UNKNOWN 




30-Jan-2009 


OTH 

OTHER/MISC./UNKNOWN 




05-Feb-2009 


RCR RESPONSE TO 
COMMENT REQUEST 




06-Feb-2009 


OTH 

OTHER/MISC./UNKNOWN 




07-Feb-2009 


OTH 

OTHER/MISC./UNKNOWN 




09-Feb-2009 


RCR RESPONSE TO 
COMMENT REQUEST 





09-Feb-2009 


OTH 

OTHER/MISC./UNKNOWN 




10-Feb-2009 


OTH 

OTHER/MISC./UNKNOWN 




10-Feb-2009 


OTH 

OTHER/MISC./UNKNOWN 




10-Feb-2009 


OTH 

OTHER/MISC./UNKNOWN 




11-Feb-2009 


OTH 

OTHER/MISC./UNKNOWN 




11-Feb-2009 


OTH 

OTHER/MISC./UNKNOWN 




12-Feb-2009 


OTH 

OTHER/MISC./UNKNOWN 




12-Feb-2009 


OTH 

OTHER/MISC./UNKNOWN 




13-Feb-2009 


OTH 

OTHER/MISC./UNKNOWN 




13-Feb-2009 


OTH 

OTHER/MISC./UNKNOWN 




13-Feb-2009 


LB LABELING 




13-Feb-2009 


PMP PRE-MEETING 
PACKAGE 




19-Feb-2009 


OTH 

OTHER/MISC./UNKNOWN 




19-Feb-2009 


RCR RESPONSE TO 
COMMENT REQUEST 




20-Feb-2009 


OTH 

OTHER/MISC./UNKNOWN 




23-Feb-2009 


OTH 

OTHER/MISC./UNKNOWN 




23-Feb-2009 


OTH 

OTHER/MISC./UNKNOWN 




23-Feb-2009 


OTH 

OTHER/MISC./UNKNOWN 




23-Feb-2009 


RCR RESPONSE TO 
COMMENT REQUEST 




23-Feb-2009 


LB LABELING 




26-Feb-2009 


RCR RESPONSE TO 
COMMENT REQUEST 




27-Feb-2009 


RCR RESPONSE TO 
COMMENT REQUEST 





27-Feb-2009 


OTH 

OTHER/MISC./UNKNOWN 




10-Mar-2009 


RCR RESPONSE TO 
COMMENT REQUEST 




16-Mar-2009 


PMP PRE-MEETING 
PACKAGE 




16-Mar-2009 


RCR RESPONSE TO 
COMMENT REQUEST 




17-Mar-2009 


OTH 

OTHER/MISC./UNKNOWN 




20-Mar-2009 


LB LABELING 




20-Mar-2009 


OTH 

OTHER/MISC./UNKNOWN 




23-Mar-2009 


OTH 

OTHER/MISC./UNKNOWN 




23-Mar-2009 


LB LABELING 




23-Mar-2009 


OTH 

OTHER/MISC./UNKNOWN 




24-Mar-2009 


LB LABELING 




25-Mar-2009 


LB LABELING 




25-Mar-2009 


OTH 

OTHER/MISC./UNKNOWN 




26-Mar-2009 


LB LABELING 




26-Mar-2009 


OTH 

OTHER/MISC./UNKNOWN 




30-Mar-2009 


LB LABELING 




30-Mar-2009 


LB LABELING 




03-Apr-2009 


LB LABELING 




06-Apr-2009 


LB LABELING 




07-Apr-2009 


LB LABELING 




16-Apr-2009 


LB LABELING 




17-Apr-2009 


LB LABELING 





17-Apr-2009 



OTH 

OTHER/MISC./UNKNOWN 



19-Apr-2009 



OTH 

OTHER/MISC./UNKNOWN 



20-Apr-2009 



LB LABELING 



20-Apr-2009 



OTH 

OTHER/MISC./UNKNOWN 



24-Apr-2009 



RFM REQUEST FOR MTG 



29-Apr-2009 



OTH 

OTHER/MISC./UNKNOWN 



01-May-2009 



RFM REQUEST FOR MTG 



04-May-2009 



LB LABELING 



15-May-2009 



LB LABELING 



15-May-2009 



OTH 

OTHER/MISC./UNKNOWN 



18-May-2009 



LB LABELING 



19-May-2009 



MOM MINUTES OF 
MEETING 



21-May-2009 



OTH 

OTHER/MISC./UNKNOWN 



04-Jun-2009 



OTH 

OTHER/MISC./UNKNOWN 



10-Jun-2009 



OTH 

OTHER/MISC./UNKNOWN 



25-Jun-2009 



OTH 

OTHER/MISC./UNKNOWN 



26-Jun-2009 



MOM MINUTES OF 
MEETING 



01-Jul-2009 



APL APPROVAL LETTER 



